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CO-PYRONIL provides quick relief that lasts and lasts 


Just two or three Pulvules® Co-Pyronil daily will usually keep your hay-fever patients symp- 
tom-free and on the job all day long. Not just an antihistamine, Co-Pyronil is a triple combina- 
tion that assures more complete relief from hay fever and other allergies. 


Each Pulvule contains: 


a vasoconstrictor, Clopane® Hydrochloride, to complement the action of two antihistamines 
by opening swollen nasal passages. 


a fast-acting antihistamine, Histadyl™, to provide relief usually within fifteen to thirty 


minutes. 


a long-acting antihistamine, Pyronil®, to maintain relief for eight to twelve hours. 


Also supplied as suspension and pediatric Pulvules. 


Co-Pyronil™ (pyrrobutamine compound, Lilly) Histadyl™ (thenylpyramine, Lilly) 
| Clopane® Hydrochloride (cyclopentamine hydrochloride, Lilly) Pyronil® (pyrrobutamine, Lilly) 


ELI LILLY AND COMPANY: INDIANAPOLIS 6, INDIANA, U.S.A. 
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Quiescence needed 


in medical illness in surgery _ in obstetrics 


One of the most versatile agents known, PHENERGAN helps smooth the man- 
agement of patients under medical, surgical, or obstetrical stress without 
depressing vital functions. For many areas of general and specialty practice, 
PHENERGAN has these actions for these benefits: 

Sedation: Relieves fear, promotes sleep, encourages cooperation, reduces 
postoperative excitement—widely useful in obstetrical and surgical sedation. 
Antiemesis: Prevents and controls nausea and vomiting associated with 
motion sickness, surgery, pregnancy, or reflex mechanisms. 

Antiallergy: Gives potent and prolonged antihistaminic control of many 
allergic reactions. 

Drug potentiation: Reduces dose requirements of anesthetics, barbiturates, 
and narcotic analgesics—an important aid to perisurgical and obstetrical 
management. 


PHENERGAN Wieth 


HYDROCHLORIDE 
Promethazine Hydrochloride, Wyeth 
INJECTION » TABLETS + SYRUP ¢ SUPPOSITORIES 


Comprehensive literature supplied on request 
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® GLYCOSURIA 


Q. A well-preserved, active patient in his late 
70s, with normal blood pressure and no other 
known significant physical defects, has taken 0.5 
gm. BENEMID® once or twice daily for two years 
as a uricosuric agent. During this time, his blood 
uric acid has been maintained at between 3 and 
4 mg. per 100 cc., reduced from a high of 7.6. 

He has never had an attack of acute gout, but 
a persistent reddish tender area over the junction 
of the tarsal and metatarsal bones of the small 
toe was thought to be of a gouty nature. How- 
ever, this condition has changed very little de- 
spite the lower blood uric acid. During the past 
year, he has followed a general diet except for 
some restriction of animal protein. About a month 
ago, a persistent glycosuria began, but no hyper- 
glycemia appeared. Fasting blood sugar levels 
have been approximately 83 mg. per cent, and 
one hour after a meal high in carbohydrates they 
have been no higher than 134 mg. per cent. 

Could Benemid, taken over a prolonged period, 
lower the kidney threshold for sugar or have any 
injurious effect on the pancreas that would result 
in diabetes mellitus? 


M.D.—Ohio 


A. There is no evidence that long-term admin- 
istration of Benemid causes glycosuria. How- 
ever, there is increasing evidence that diabetes is 
more common in patients with gout or hyper- 
uricemia; this suggests that gout might disturb 
carbohydrate metabolism. An article on gout and 
diabetes by J. B. Herman, in the November 1958 
issue of Metabolism, reviews this problem. 


A-18 


westions answered 


Readers may send questions from 
their own practice or other medical 
problems which will be answered 
by qualified consultants. Replies are 
forwarded by mail immediately and 
selected questions and answers are 
published each month in this section. 


® QUESTIONABLE CHOREA 


Q. A 49 year old man in good health has been 
told by a number of doctors that he has chorea. 
The patient states that the disease, which began 
when he was six years old, often embarrasses 
him, since he involuntarily emits grunis, uses 
short sentences, and jerks his elbows. Assuming 
that this is chorea, is it possible that it is con- 
genital, in spite of the history? If the condition 
is acquired, would his symptoms persist as they 
have? Is there any available treatment? 


M.D.—Newfoundland 


A. Six years of age is the usual time for devel- 
oping childhood tics. At that time the movements 
might have had some meaning for the patient, 
but now they have become automatic and, of 
course, purposeless. The most common tic is 
squinting of the eyes; it may originate in the 
child’s attempt to fight back tears. The jerks of 
the elbows sound like a defense against some 
childhood persecutor. Such tics persist through- 
out life, are not congenital or transmissible, and 
treatment is quite ineffective. 

Why should a 49 year old man, in good health 
except for tics, consult a number of physicians 
at this late date? Does this represent the begin- 
ning of an agitated depression in a finicky, obses- 
sive, highly organized individual? With the cli- 
macteric at hand, one should watch for signs of 
depression, suicidal ideas and other manifesta- 
tions of the individual as a whole and not be pre- 
occupied with surface characteristics that have 
been unchanged for more than 40 years. 

(Continued on page A-20) 
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BOTH ARE OFTEN NEEDED WHEN 


MYSTECLIN-V CONTAINS 
TETRACYCLINE PHOSPHATE 
COMPLEX FOR A DIRECT 
ATTACK ON 
THE PRIMARY 
INFECTION 


Mysteclin-V strikes 

directly at all tet- 

racycline sensitive organisms — most 
pathogenic bacteria, certain large virus- 
es, Endamoeba histolytica. It provides 
all benefits of tetracycline in the effec- 
tive phosphate complex form.! Patient 
response is rapid because initial high 
peak blood serum levels may be main- 
tained easily at the antibacterial attack 
level until the infection is conquered. 











BACTERIAL INFECTION OCCURS 





SQUIBB TETRACYCLINE PHOSPHATE COMPLEX (SUMYCIN) AND NYST. 


Capsules (250 mg./250,000 u), bottles of 16 and 100. 
Half-strength Capsules (125 mg./ 125,000 u), bottles of 16 and 100. 
Suspension (125 mg./ 125,000 u per 5 cc.), 2 oz. bottles. 
Pediatric Drops (100 mg./ 100,000 u per cc.), 10 cc. dropper bottles. 
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MYSTECLIN-V 

: : Me os AINS 

STATIN 

FOR A SPECIFIC DEFENSE 
AGAINST SECONDARY MON- 
ILIAL SUPERINFECTION 


Mysteclin-V protects patients against 
antibiotic induced intestinal moniliasis 
and its complications, 
including vaginal and 
anogenital moniliasis. 
This protection is pro- 
vided by Mycostatin, 
the antifungal antibi- 
otic, with specific ac- 
tion against Candida 
(Monilia) albicans.2 


MYSTECLIN-V 


References: 1. Cronk, G. A.; Naumann, D. E., and Casson, K. : Antibiotics 


1954-1955, New York, 


Squibb Quality-the Priceless Ingredient 


Annual 1957-1958, New York, Medical Encyclopedia Inc. 1958, p. 397 * 
2. Newcomer. V. D.; Wright, E. T., and Sternberg, T. H.. Antibiotics Annual 
Medical Encyclopedia inc., 1955, p. 686 
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Your Questions Answered 


® PHYSICAL EXAMINATION 


Q. I have been asked to examine students in the 
twelfth grade as a part of the school medical ex- 
amination service. This has been suggested be- 
cause some students are refused employment or 
training in their chosen vocation due to some 
physical defect. For what defects should these 
students be examined? 


M.D.—Alberta 


A. Physical defects which would cause a per- 
son to be refused employment or which would 
limit his choice of vocation are many and varied. 
For example, a defect which would prevent his 
working on a farm would not necessarily deter 
him from working behind a desk. This type of 
examination should be conducted with the pa- 
tient undressed, and it should be very thorough 
from head to foot. Screening tests for vision and 
hearing should be included; a tuberculin test and 
urinalysis should be done, and other tests advised 
if indicated. 

It is nearly impossible to list all the defects 
for which the students should be examined, but a 
partial list would include defects of vision, hear- 
ing and speech; allergic or respiratory diseases; 
diseases of the skin; congenital or acquired le- 
sions of the heart or the back: defects of muscle 
wall and umbilical and other hernias; and skele- 
tal defects. In girls, any abnormality in the men- 
strual cycle should be noted. 


@ MEPERIDINE FOR COUGH 


Q. I have had a number of patients with tra- 
cheitis whose only complaint has been a terrific 
nonproductive cough, sometimes resulting in 
vomiting. There was no rise in temperature or 
pulse rate, the lungs were clear, and there was 
no other evidence of an upper respiratory infec- 
tion. Treatment with antibiotics, antihistamines 
and cough sedatives was unsatisfactory. 

Recently I prescribed DEMEROL® (meperidine ) 
for a patient with pain from pneumonia and 
pleurisy. She reported that the drug also sup- 
pressed her cough for 12 hours. Since then, | 
have treated several cases of nonproductive 
cough with orally administered meperidine. A 
50 mg. tablet at bedtime brought excellent results. 

I have not seen any recent literature which 
mentions using meperidine as a cough suppres- 
sor. Has this drug been established as a safe and 
satisfactory antitussive? I have considered pre- 
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scribing 10 mg. meperidine in a dram of simple 
cough syrup every three or four hours for my 
patients with nonproductive cough, and would 
also appreciate comments regarding this sug- 
gested treatment. 

M.D.—Nova Scotia 


A. According to textbooks of pharmacology,':= 
meperidine does not suppress the cough reflex. 
Batterman* discussed the use of Demerol as a 
postoperative analgesic, adding that “the cough 
reflex is unaltered so that expectoration is not 
interfered with as in the case of morphine, thus 
eliminating an important contributing factor for 
pulmonary complications.” 

However, recent laboratory and clinical ex- 
perience does not support these statements. Green 
and Ward’ compared several analgesics in re- 
gard to their capacity to suppress artificially in- 
duced cough in cats. Meperidine was four times 
as active as codeine, and methadone possessed 
20 times the potency of meperidine and was eight 
times as effective as morphine. Bickerman’ re- 
ported that 50 mg. meperidine, administered oral- 
ly after meals and on retiring, is effective in 
ameliorating spasmodic-type cough, particularly 
in asthma. At this dosage, respiration is usually 
not depressed, except in patients experiencing 
drug sensitivity to meperidine. The daily dosage 
might be reduced in ambulatory patients who 
exhibit side effects such as dizziness, nausea and 
occasional vomiting. Bickerman suggests restrict- 
ed administration, e.g., a three to five day course 
of meperidine, to minimize the possibility of 
tolerance and habituation. 

I can see no advantage to be derived from the 
use of a liquid preparation other than a greater 
degree of freedom in individualizing dosage. Un- 
der certain circumstances, this might result in 
less accuracy, as well as errors, in dosage. 


REFERENCES 
1. Goopman, L. S. and Girman, A.: The Pharmaco- 
logical Basis of Therapeutics. Ed. 2. New York, The 
Macmillan Company, 1955. 
2. Dritt, V. A.: Pharmacology in Medicine. Ed. 2. 
New York, McGraw-Hill Book Company, Inc., 1958. 
3. BaTTeRMAN, R. C.: Demerol: A new synthetic anal- 
gesic: Its indications as a substitute for morphine. 
Connecticut M. J. 8:13 (January) 1944. 
4. Green, A. F. and Warp, N. B.: Action of analgesics 
and nalorphine on the cough reflex. Brit. J. Pharma- 
col. 10:418 (December) 1955. 
BicKERMAN, H. A.: In Mopett, W.: Drugs of 
Choice. St. Louis, The C. V. Mosby Company, 1958. 
(Continued on page A-22) 
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administration for better utilization + with side effects insignificant'”® 
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Your Questions Answered 


® SECONDARY AMENORRHEA 


Q. An 18 year old girl has had secondary 
amenorrhea for two years, following a period of 
strenuous dieting. Her menses were normal until 
that time, but now recur only after medication or 
injections. Blood and hormonal studies were 
within normal limits. 


M.D.—Ohio 


\.. The secondary amenorrhea described is not 
at all unusual. It probably results from the effect 
of the hypothalamus on the anterior pituitary, 
thought to be due to mild malnutrition following 
strenuous dieting. It is suggested that menstrua- 
tion be stimulated at monthly intervals by cyclic 
therapy. This consists of continuous administra- 
tion of 1.25 mg. estrogen (PREMARIN®) daily, 
and on the twenty-second day following the be- 
ginning of estrogen therapy, the administration 
of 10 mg. of a progesteronelike compound (NorR- 
LUTIN®) daily for five days. 

Attention should also be given to the patient’s 
general constitutional welfare, including treating 
anemia, investigating thyroid function, and ad- 
vising moderate amounts of well-tolerated exer- 
cise. The outlook for such patients is usually 
quite good if organic disease is absent. 


® OCULAR PEMPHIGUS 


Q. Two months ago, chronic pemphigus of the 
conjunctiva developed in the right eye of my pa- 
tient, and it is now also apparent in the left eye. 
Therapy with copERSOL® and with intramuscu- 
larly and locally administered antibiotics has 
been nonbeneficial. 

Could dust in the eye initiate conjunctival 
pemphigus? What is the nature of this disease, 
and how may it be treated? 

M.D.—Puerto Rico 


A. The etiology of ocular pemphigus, or essen- 
tial shrinkage of the conjunctiva, is unknown; 
however, neither dust in the eyes nor trauma is a 
causative factor. The condition probably is of 
toxic origin and may be a manifestation of 
erythema multiforme. It begins as a vesicular 
disease and is often associated with lesions else- 
where on the body, particularly on the mucous 
membranes. Concomitant infection is generally 
secondary and located in the primary area. 
Although therapy is disappointing, treatment 
with locally administered steroids should be un- 


dertaken, the pupil kept dilated, and antibiotics 
or sulfacetamide instilled into the eyes. Over a 
long period of time, ACTH alternated with orally 
administered cortisone may be helpful. The prog- 
nosis is poor. 


® RHEUMATOID SPONDYLITIS 


Q. A 21 year old man has rheumatoid spondy- 
litis involving the sacro-iliac joints and the lower 
lumbar spine. Because of the severity of the dis- 
ease, he has been unable to continue his work of 
tire recapping, a job which requires excessive 
lifting, twisting, etc. I have considered suggest- 
ing that he find another occupation. 

What are your opinions regarding (1) the ef- 
fectiveness of gold therapy with this variant of 
rheumatoid arthritis and (2) the use of x-ray 
treatment in a patient of this age? What advice 
should be offered this patient concerning his 
occupation ? 


M.D.—California 


A. Many physicians prefer to start the attack 
on rheumatoid spondylitis with measures such as 
physical therapy, optimal doses of salicylates, 
extra rest, the use of a firm bed, and the avoid- 
ance of back strain and fatiguing activities. Ad- 
junctive measures such as the use of back sup- 
ports, cortisonelike steroids, BUTAZOLIDIN® or 
roentgen therapy may also be employed. 

Recent reports have suggested the possibility 
of a slight increase in the incidence of leukemia 
in spondylitic patients treated with roentgen ther- 
apy: such studies require further confirmation. 
Nevertheless, indiscriminate use of roentgen ther- 
apy seems unwise, and other measures for con- 
trolling the disease should be given an adequate 
trial before x-rays are employed. Some disagree- 
ment also exists as to the benefits of roentgen 
therapy for spondylitis; at best, the effects of 
irradiation are likely to be temporary. 

Some investigators believe that chrysotherapy 
may help the synovial reaction which occurs in 
the peripheral joints of some patients with spon- 
dylitis. However, treatment with gold salts gen- 
erally is not considered effective for the spinal 
involvement in rheumatoid spondylitis. 

Patients with spondylitis tend to maintain 
themselves better if they avoid back-straining 
activities. Many, however, can adjust their ac- 
tivities, converting a seemingly inappropriate oc- 
cupation into a satisfactory one. This is some- 
times better than relinquishing desirable work. 
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HYDROPRES 


much more effective 
than either of its 
components alone 











e Effective by itself in a majority of patients. Provides smooth, more trouble-free 
management of hypertension. 

e Since HypRoDIURIL and reserpine potentiate each other, the required dosage of 
each is lower when given together as HYDROPRES than when either is given alone. 

@ HYDROPRES provides the needed and valuable tranquilizing effect of reserpine. 
Lower dosage may reduce such side effects of reserpine as 
excessive sedation and depression. 

e Arrest or reversal of organic changes of hypertension may occur. 

e Headache, dizziness, palpitations and tachycardia are usually promptly relieved. 
Anginal pain may be reduced in incidence and severity. 

e With HypDROPRES, dietary salt may be liberalized. 

e Convenient, controlled dosage. 


HYDROPRES-25 HYDROPRES-50 


25 mg. HYDRODIURIL, 0.125 mg. reserpine. 50 mg. HYDRODIURIL, 0.125 mg. reserpine. 
One tablet one to four times a day. One tablet one or two times a day. 


If the patient is receiving ganglion blocking drugs or hydralazine, 
; their dosage must be cut in half when HYDROPRES is added. 


€> MERCK SHARP & DOHME, DIVISION OF MERCK & co., INC., PHILADELPHIA 1, PA. 


PHYODRO € TRADEMARKS OF MERCK & CO., INC 
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New Editor for Laboratory Notes 


Tue Editors of Posrcrapuate MepicinE are pleased to introduce 
as the new director of the Laboratory Notes Department Dr. Ellis 
S. Benson of the University of Minnesota Medical School, Minne- 
apolis. Dr. Benson succeeds Dr. Arthur H. Sanford, who originated 


this department and conducted it until his death on April 28. 


Dr. Benson received his M.D. 


degree from the University of 


om Minnesota Medical School in 


1945. After a year of rotating 


| rr ‘ internship at Cincinnati General 
heal 
Ps 





Hospital, he spent two years as a 
3s medical officer in the Army of 
the United States, serving much 
of that time as a general medical 
officer in Germany. From 1947 
to 1949 he was a resident in 
pathology at Veterans Hospital, 
Minneapolis, and in October 

ELLIS S. BENSON 1949 became instructor in clini- 

cal laboratory medicine at the 

University of Minnesota Medical School. He became a diplomate of 
the American Board of Pathologic Anatomy in 1951 and received 
the same distinction in clinical pathology in 1957. Since 1957 he 
has been associate director of hospital laboratories and associate 
professor of clinical laboratory medicine and pathology at the Uni- 
versity of Minnesota Medical School. He has been area consultant 
in clinical laboratory procedures to the Veterans Administration 


since 1952. 


Dr. Benson is a member of Alpha Omega Alpha, national honor- 
ary medical fraternity, and of the American Society of Clinical 
Pathology. He has written several scientific papers on laboratory 
methods and is joint author of “Clinical chemistry and microscopy” 
in “Outlines of Internal Medicine,” edited by Dr. C. J. Watson. 
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ELLIS S. BENSON* 
Ne! 


“How Good Is This Laboratory Value?” 


WP. Arthur H. Sanford was always in close 
touch with medicine’s need for laboratory aids 
in the diagnosis and management of disease. 
His death ended a career filled with important 
contributions to laboratory medicine. During 
the years he edited this column, he established 
its purpose in three major forms: He detailed 
from his own long experience helpful proce- 
dures for everyday office practice; he strove to 
keep his readers aware of major practical de- 
velopments in the field of laboratory medicine, 
and, from time to time, he reviewed the cur- 
rent status of some aspect of laboratory prac- 
tice, such as tests of liver function. All of this 
he did in an informal, conversational style. | 
plan to use his approach, and I hope to main- 
tain the standards of cogency and conciseness 
which Dr. Sanford developed so ably. 

Among the questions physicians ask them- 
selves concerning reported values received 
from the laboratory are, “How good is this 
value and to what extent can I rely on it?” 
Especially is this so when laboratory results 
are reported numerically, as is the case with 
most chemical determinations. Laboratory 
workers, too, are asking themselves these ques- 
tions—as well they might. Accuracy surveys 


*Associate Director of Hospital Laboratories and Associate Professor 
of Clinical Laboratory Medicine and of Pathology, University of 
Minnesota Medical School, Minneapolis, Minnesota. 
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of clinical laboratories have shown wide inter- 
laboratory variations in reported values on 
specimens from a single source. An often- 
quoted survey is that which Belk and Sunder- 
man' conducted a number of years ago. A sam- 
ple of serum calcium, for example, prepared at 
6.6 mg. per cent, was reported by the 43 par- 
ticipating laboratories at values ranging from 
3 to 17.7 mg. per cent. Only 14 of these labo- 
ratories reported what were considered to be 
satisfactory values for this determination. 
These results were quite representative of oth- 
er determinations obtained in this survey, 
which included hemoglobin, glucose, chloride, 
protein and urea. More recent surveys~’* have 
shown much the same pattern of variation 
among laboratories. 

For many laboratories, the problems illus- 
trated by these surveys have been brought 
closer to home by a repetition of incidents 
much like this one: A physician questioned a 
report on blood chemistry. The value did not 
fit his expectations based on clinical impres- 
sions of the patient. The test was repeated and 
the repeated value coincided with that of the 
previous report. The physician, still dubious 
and concerned about his patient, sent a new 
specimen to another laboratory, which report- 
ed a significantly different value. The physi- 

(Continued on page A-28) 
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cian now does not know which value to accept. 
Incidents such as this and reflections on the 
results of the interlaboratory surveys cited 
have led many laboratories to institute systems 
of quality control within their own walls. 
“Quality control” is a term borrowed from 
industry, where it has been used widely and 
effectively for a number of years. It defines a 
means of testing whereby the product of a sin- 
gle machine or process will conform to cer- 
tain limits of quality established by statistical 
means. In the clinical laboratory, control anal- 
ysis means quantitative testing as a method of 
monitoring every step of a given procedure. 
Freier and Rausch** recently reviewed ex- 
perience with methods for internal control of 
procedures in clinical chemistry. In brief, these 
methods generally depend on the use of a con- 
trol solution which is included in each batch 
of unknown samples in the day’s run. One of 
the most successful control solutions is frozen 
pooled human serum; probably the most con- 
venient for the smaller laboratory are dialyzed, 
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reconstituted, dried serum standards, now com- 
mercially available. One of these, Versatrol,* 
has been standardized for 12 blood chemical 
analyses: protein, total nitrogen, nonprotein 
nitrogen, urea nitrogen, creatinine, glucose, 
sodium, potassium, chloride, phosphate, cal- 
cium and protein-bound iodine. Whether a 
control sample is included in each batch or 
only on weekly or periodic occasions is a mat- 
ter which convenience and the individual need 
of each laboratory will determine. The regular 
use of these controls, however, has the advan- 
tage that whenever questions of validity arise 
they can be settled at once by comparing the 
control value with a known value which is in- 
dependent of the assayer and the method of 
analysis. Some laboratories like to maintain 
a control chart which includes each day’s value 
for the control sample; in this way, they can 
keep a running account of the quality of per- 
formance and maintain an independent check 
of such factors as deterioration of reagents, 
contamination, instrument performance, and 
technical skill.*:° Even without this refinement, 
the use of internal controls, such as control 
solutions, promises to be of great value to ev- 
ery clinical laboratory. 

“How good is this laboratory value?” When 
independent checks such as these are used, 
this question can be answered with some de- 
gree of confidence. 

*Reprints may be obtained from Miss Esther F. Freier, 


Laboratory Service, University Hospitals, Minneapolis 14, 
Minnesota. 


*Manufactured by Warner-Chilcott Laboratories, Morris 
Plains, New Jersey. A similar control preparation is 
Lab-trol, manufactured by Dade Reagents Inc., Miami 
35, Florida. 
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What’s happening in Medicine 





POSTGRADUATE MEDICINE’S REPORT of late news of interest to practicing physicians 


VARIANT FORM OF ANGINA PECTORIS DESCRIBED 


Annual session, American College of Physicians: 

® A hitherto unrecognized form of angina pectoris has been found in humans 
and produced experimentally in dogs. Attacks of pain occur at rest or during 
ordinary activity and usually last several minutes. During attacks, the electro- 
cardiogram shows marked ST elevation, which disappears when the attack ter- 
minates. In most instances, this condition either is not diagnosed or is diagnosed 
erroneously as myocardial infarction or psychogenic pain. Nitrites and nylidrin 
seem helpful in treatment——Dr. Myron Prinzmetal, University of California at 
Los Angeles School of Medicine. 

@ If rats, rabbits, dogs or monkeys are pretreated with certain corticoids and 
sodium salts, they do not have heart accidents; however, if following this sen- 
sitization the animals are subsequently exposed to stressors, they regularly have 


acute heart accidents. Potassium chloride and magnesium chloride protect against 
this type of cardiac death. Only a few clinical observations have been made in 
this regard, but these are rather encouraging.—Dr. Hans Selye, University ot 
Montreal Faculty of Medicine, Montreal, Canada. 


@ A comparison of 100 patients between the ages of 25 and 40 who had 
iblished 


i coronary disease and a similar but unmatched control group of 100 
rmal subjects showed that differentiating factors were heredity, diet, occupa 
tional stress and the use of tobacco. Emotional stress associated with job respon 


sibility was significant—-Dr. Henry I. Russek, U. S. Public Health Hospital. 
Staten Island 


CORALLY ADMINISTERED HEPARIN FOR LIPEMIA 


Scientific session, Indiana Academy of General Practice: 
@® An examination of 2,554 blood samples showed that heparin taken orally 
ifter meals has fat-dissolving properties——Dr. Harvey L. Fuller, Baltimore 


ATTITUDE TOWARD ALCOHOLISM CRITICIZED 


Conference on Alcoholism, Boston Committee on Alcoholism: 

@ Physicians and others who will stand by patients with other illnesses 
through innumerable relapses tend quickly to abandon the alcoholic as hopeless 
after a single relapse from sobriety. This negative attitude toward the alcoholic 
has seriously retarded research and rehabilitation programs. In addition, it has 
prevented a realistic approach to the legal aspects of alcoholism.—Dr. Melvin L 
Selzer. University of Michigan Medical School, Ann Arbor 





NEW ANTIMETABOLITE REGIMEN FOR LEt KE MIA 


Federation of American Societies for Experimental Biolog 


y: 
@ The chemotherapeutic agent 6-mercaptopurine appears to modify acute 


leukemia cells, making them more susceptible to sul 


METHOTREXATE”. When Methotrexate was given a 


sequent treatment with 
fter exposure to 
purine, 27 per cent of the patients treated experienced remissions. Without initial 
use of 6-mercaptopurine, Methotrexate produced remissions in 13 


patients.—Dr. Emil Frei, III, National Cancer Institute. Bethesd 


sca 


3 per cent 


@ It is possible to administer up to 10 times as much nitrogen mustard 


has previously been considered safe by high-speed removal of white blood cells 


from the patient’s blood stream. This markedly stimulates activity of bone mat 


the peak of the stimulated output 


of white blood cells——-Dr. Howard R. Bierman, City of Hope Medical Center, 
Duarte, Calif. 


PHYROID HORMONE EFFECTS SEPARATED 


American Association of Physicians 


@® Changing the structure of the basic hormone molecule in various wa 
will make it possible to provide man with certain needed effects of the thyr 
hormone without producing other, unwanted effects hitherto believed insepar: 


ble-—Dr. Rulon W. Rawson, Sloan-Kettering Institute, New York 


BUERGER’S DISEASE QUESTIONED 


Annual meeting, American Association of Pathologists and Bacteriologists: 
® Buerger’s disease (thromboangiitis obliterans) not only is a relatively un 
common disease but also might not be a distinct disease entity. From 1929 to 
1949 there were 123 patients admitted to Beth Israel Hospital, Boston, with a 
diagnosis of Buerger’s disease. Since 1949, there have been no new cases diag- 
nosed at that hospital. This suggests increasing reluctance on the part of physi- 
cians to make the diagnosis on clinical grounds alone. The term is better avoided 
until more convincing evidence of existence of the disease is presented.—Dr 
David G. Freiman, Beth Israel Hospital and Harvard Medical School, Boston. 


HYPOTHERMIA FOR ASPHYXIA 


Annual meeting, American Association of Anatomists: 

@ Hypothermia applied to newborns who fail to start breathing greatly pro- 
longs the time during which recovery from asphyxia is possible without perma- 
nent damage to the central nervous system. Three infants began breathing spon- 
taneously as their body temperatures fell. Three others required hypothermia as 
well as blood transfusions.—James A. Miller, Jr.. Emory University, Atlanta. 


PROPHYLAXIS IN BREAST CANCER 


Annual meeting, American Surgical Association: 

@ Five of 36 patients with breast cancer who were given nitrogen mustard 
at the time of operation have had recurrences since March 1956. Among 36 con- 
trol patients, there have been 12 recurrences. Starting the course on the day of 
operation, 0.4 mg. nitrogen mustard per kilogram of body weight is administered: 
30 mg. is the maximal dose for the course, which is repeated every four months.- 
Dr. Warren H. Cole, University of Illinois College of Medicine, Chicago. 

@ The greatest source of the virus which causes infectious hepatitis is profes 
sional blood donors. Hepatitis was almost negligible among the 1,152 patients 
who received transfusions from family donors at the University of Chicago Clin- 
ics—Dr. J. Garrott Allen, University of Chicago School of Medicine. Chicago. 
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does diabetes in a man affect the reproductive 


characteristics of his wife: 

In a comparison between 167 diabetic and 157 nondiabetic men, the only signifi- 
cant difference in reproductive process abnormalities was a higher abortion rate 
among wives of diabetics— 16.6 per cent, as compared to 11 per cent for wives 
of nondiabetics. 


Source — Babbott, D.: Rubin, A., and Ginsburg, S. J.: Diabetes 7:33, 1958 
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The following discussions concerning the need for impartial medical testi- 
mony were presented before a Conference on Costs of Personal Injuries, 
sponsored by the Chicago Association of Commerce and Industry and the 
Medical Directors Club in Chicago. The details of two plans which were de- 
signed to improve medical testimony and which are now in effect will be 
presented next month. 


Impartial Medical Testimony, Part | 


DAVID B. ALLMAN,* CHASE M. SMITH+ AND 
CLAIR M. RODDEWIG?# 


Atlantic City and Chicago 


I am a doctor, and my professional life de- 
pends on my judgment. Whether it is ex- 
pressed in my office or in court, my medical 
opinion is what | honestly believe. It is based 
on all I’ve been taught, on all I’ve learned, 
and on all I know. In my practice, my reputa- 
tion and the welfare of my patients depend on 
my opinion and my judgment. When I’m on 
the witness stand as a doctor, I do not change 
character, nor do I alter my opinion for whim, 


Statement by 
Dr. Allman: 


I First would like to 
emphasize that I defi- 
nitely favor impartial 
medical testimony. In 
fact, I believe in it so 
strongly that I some- 
times become disturbed 





at the misuse of the DAVID B. ALLMAN caprice or financial gain. 

phrase. In some circles, I believe in impartial medical testimony. | 
both medical and legal, the expression is used _ further believe that doctors and attorneys 
so as to imply that medical testimony usually — should educate themselves and the public con- 
is not impartial. cerning the meaning of this expression. Too 
“teamoediave Pest President, American Medical Aececietion. Atlantic many lawyers and judges believe impartial 
City, New Jersey medical testimony means testimony procured 
+General Counsel, Kemper Insurance Companies, Chicago, Ilinois. only through court-appointed experts or that 
tPresident, The Association of Western Railways, Chicago, Ilinois (Continued on page A-37) 
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« th which all doctors agree. Too many doc- 
ters think impartial medical testimony will 
free them from their obligations as citizens to 
aj pear as witnesses in our courts. 

The New York Impartial Medical Testi- 
mony Plan has been a valuable experiment. It 
has certainly demonstrated that it can be uti- 
lived to advantage in that geographical area. 
lt has provided a means of resolving differ- 
ences of medical opinion when error causes 
one opinion to be incorrect. It has acted as a 
method for curing mistakes made by lazy, 
careless, inefhcient or incompetent doctors 
who call themselves “expert.” 

Outside our own bailiwick—in the court- 
room instead of in the hospital—physicians 
sometimes feel “lost.”” Whatever the reasons 
may be, we do not prepare for the role we 
must play as witnesses. When we do not pre- 
pare, our testimony is likely to be unsound, 
unscientific, biased, incomplete, incompetent, 
irrelevant and immaterial. Insofar as the pres- 
entation of medical or other testimony is con- 
cerned, it is unlikely that our judicial system 
will be altered to any major degree in the fore- 
seeable future, nor do I believe that it should 
be. The adversary procedure is ingrained in 
our culture. We should live with it and en- 
courage such modifications and improvements 
as the structure will accommodate. 

The physician is obligated to himself, to 
his profession, and to the public to cooperate 
with the legal profession and the judiciary in 
providing sound, impartial medical testimony 
under whatever mechanism exists in his par- 
ticular geographical area. The physician must 
appreciate that frequently there are persons 
whose entire futures are involved in a litiga- 
tion, and that there are lawyers representing 
these persons, a jury seeking enlightenment. 
and a judge administering the proceedings. 

Organized medicine believes and has cau- 
tioned the physician that he has only himself 
to blame if he examines casually and testifies 
without adequate knowledge and, as a result, 
is cross-examined bitterly, or if he gives a 
superficial exploration and it is contradicted 
by a colleague who has properly prepared him- 
self. If he succumbs to sympathy, friendship 
or misplaced loyalty and if his testimony con- 
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sciously or unconsciously seems to favor one 
side or the other, the offending physician has 
not only discredited himself and his profession 
but also has obstructed the proper administra- 
tion of justice. 

Yes, I believe in impartial medical testi- 
mony. I believe in statements of fact and opin- 
ion under oath by a doctor who is honest, con- 
scientious and informed. The doctor owes no 
more than this te justice, but he does owe this 
and all it implies. Every doctor who serves as 
a witness should have enough personal pride, 
professional competence and good sense to 
prepare for and to give his testimony so that 
all who hear or read must say, “There is a 
man. Would that all were like him.” 

I am not so naive as to expect all doctors to 
seek this ideal. | can hope—and I do sincerely 
hope—that more and more doctors will strive 
for it. I also hope that the legal profession will 
soon awaken to the unethical activities of the 
“legal procurer” who solicits, urges and en- 
courages the otherwise honest physician to 
pervert his testimony. 

In the published report of the first two 
years of operation of the New York plan, sev- 
eral examples of poor medical testimony were 
given. For instance, in 24 of 100 cases involv- 
ing interpretation of x-rays, the panel experts 
detected material error. This erroneous testi- 
mony does not seem to me to represent par- 
tiality as much as it represents incompetence 
or, perhaps, even dishonesty. The testimony 
of a panel of experts should not be necessary 
in the usual fracture case to assure the court 
and jury that there really was a fracture. 

I think that it is right and proper for doc- 
tors to disagree regarding diagnosis and ther- 
apy, providing the facts on which each is based 
are thoroughly known. It would be deplorable 
if uniformity of judgment were imposed on us. 
But note well, I said I champion diversity of 
opinion when all the facts are known. I also 
believe independence of medical judgment 
must be preserved. The fact that one physi- 
cian would employ different diagnostic tech- 
nics or use a different therapy than I does not 
mean that either or both of us are in error. 
Medicine is not an exact science. 


(Continued on page A-38) 
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The reputation of medicine and the reputa- 
tion of the doctor must be re-established so 
that the court and jury can accept medical 
testimony. I believe that a project such as the 
New York program is the best available tem- 
porary solution to the problem of impartial 
medical testimony. 


Statement by 
Mr. Smith: 


F actors that relate to 
impartial medical testi- 
mony have a decided 
impact on our econom- 
ic and social life. To 
an insurance lawyer, 
the words “medical 
testimony”’ bring to 
mind claims for in- 
juries due to automobile and other accidents, 
cases of accident and disease which are con- 
tested under the workmen’s compensation 


CHASE M. SMITH 


laws, and arguments regarding the existence 
or the character of injuries or sickness for 
which claims may be made under accident, 
health or, possibly, life insurance policies. 

Not only are accidents regrettable, but the 
developments and trends in claim costs have 
an increasingly ruinous effect on our daily 
lives and businesses. We read of sensational 
cases, such as a $400,000 verdict for injuries 
in a train wreck, a $240,000 settlement to an 
ex-waiter, etc.; however, in my own experi- 
ence, the average claims are small. In our com- 
pany, 71 per cent of the claims for bodily in- 
jury from automobile accidents are estimated 
at under $500. In well-managed companies, 
only a small percentage of claims are litigated. 
However, voluntary settlements are influenced 
and, to a degree, controlled by the results in 
contested cases. In the last 10 years, the aver- 
age cost of claims resulting from automobile 
injuries doubled. 

Rising claim costs result in increased costs 
of insurance premiums. In 1940, the public 
spent $288 million for automobile personal 
injury insurance, compared with over $2 bil- 
lion in 1957. Between 1950 and 1957, auto- 
mobile insurance premiums increased two and 
one-third times, but the number of registered 
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automobiles increased by only 40 per cent. 
The difference in the proportion of increase 
between claim costs and insurance premiums 
is accounted for by the cost involved in in- 
vestigating cases, medical expenses, accident 
prevention work, etc. In recent years, insur- 
ance companies have had tremendous losses 
not balanced by increases in automobile and 
other liability insurance premiums. 

Rising wage levels and living costs and in- 
flationary influences have some effect on the 
increasing claim costs, but I believe the chief 
reason for this problem is the irresponsibility 
or lack of judgment and good citizenship on 
the part of the public and of our judicial, legal 
and medical systems. If ever this problem is 
solved, the solution will be effected by (1) 
public education in civic responsibility and 
economics and (2) steps to improve the part 
played by the professional systems mentioned. 

We must point out to the public the prac- 
tical result of irresponsibility in this field. The 
costs of unjustified claims are reflected in the 
costs of food, rent, clothes, medical care, etc., 
thus preventing people from enjoying the ne- 
cessities and luxuries of life. Increasing claim 
costs interfere in countless ways with the easy 
and natural course of progress which has re- 
sulted in the development of the things which 
bring us happiness. 

From every point of view, exaggerated and 
spurious claims and irresponsible conduct on 
the part of our legal and medical systems 
create a situation which must be remedied. 
One possible answer is to seek the testimony 
of impartial medical witnesses. Medical treat- 
ment and testimony are factors of utmost im- 
portance. Even in cases in which there is a 
simple and absolute answer to medical condi- 
tions, there is still an infinite number of con- 
troversies based on fault, time, value and a 
hundred other factors. A doctor can estimate 
the time of disability, but he can’t say what a 
man’s time is worth. He can estimate the de- 
gree of pain and suffering, but he can’t say 
what it will cost a patient. 

Under the leadership of Judge David W. 
Peck, significant developments have been made 
in the field of providing impartial medical testi- 

(Continued on page A-40) 
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mony in the state of New York. Some believe 
it is effective in speeding up cases, in raising 
the standards of medical testimony, and in 
achieving fairer results. This plan has sub- 
stantial but not unanimous support. I believe 
the project will result in improvement, but it 
should be worked out with great caution. Mira- 
cles cannot be expected. 

In any event, I would say that until the 
general public has a better understanding of 
economics and a recognition of civic respon- 
sibility, we can never settle this problem of 
liability satisfactorily in this country, where 
freedom is founded on respect for law based 
on the constitution and where the people are 
or should be the government. There is some 
reason for hope; in fact, recent developments 
—including a better record in defendants’ ver- 
dicts, the publicity recently given to the in- 
creasing cost to the public and to the reasons 
for that increasing cost—show that we may 
have turned a corner in solving this problem. 


Statement by 
Mr. Roddewig: 


WE in the railroad 
business have long 
been concerned with 
the problem of the ex- 
cessive cost of person- 
al injuries. Over the 
past 17 years, the cost 
of claims has more 
than tripled—from $29 
million in 1941 to $103 million in 1957. We 
are also concerned by the fact that the rail- 
road industry is subjected to statutory regula- 
tion—the Federal Employees’ Liability Act— 
with respect to claims for injury. While this 
statute concerns negligence, it has been ju- 
dicially interpreted to the point that we now 
have in effect a workmen’s compensation act 
without limits. Inasmuch as over 80 per cent 
of claim costs are attributed to injuries to 
employees, the significant role of this statute 
is readily apparent. 

Undoubtedly, you have heard it said that 
the railroads could do more than they are do- 
ing to help themselves. In some instances, 
there may be an inkling of truth in this com- 


CLAIR M. RODDEWIG 
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ment; however, | am sure that it does not ap- 
ply to those factors responsible for the sub- 
stantial increases reflected in our claim costs 
over the years. My judgment is based pri- 
marily on the intensive efforts made by the 
railroads to prevent accidents. Substantial 
sums have been spent to make our properties 
a safer place to work. Educational programs 
on safety measures at work are continually 
conducted. It is noteworthy that these efforts 
have paid off very substantially in the relief 
of human suffering. Injuries to employees have 
been reduced by 54 per cent in this 17 year 
period, while injuries to all persons have been 
reduced by approximately 46 per cent. Serious 
injuries have been reduced by an even greater 
degree. Fatalities to railroad employees on 
duty decreased from 807 in 1941 to 187 in 
1957. Today, the death rate per 100,000 work- 
ers in four other major industries is greater 
than that of the railroads. 

Obviously, progress in reducing accidents 
is not reflected by a corresponding decrease in 
claim costs. Analysis shows that in recent years 
the cost per case increased by approximately 
400 per cent, while wages and the cost-of-liv- 
ing index increased a little over 200 per cent. 
Several years ago, the railroads made an ex- 
haustive study of this problem. It was con- 
cluded that distortions in medical reports and 
testimony played a prominent part in the dis- 
parity between what such injuries actually cost 
today and what they should cost. 

Many railroads have their own hospitals in 
which employees are treated without cost by 
outstanding medical staffs. In most cases, the 
doctors seem to get along well with the pa- 
tients. However, when an employee receives 
an injury of any degree of severity on the job, 
it is not unusual for him to become dissatis- 
fied with the treatment. This has happened 
even with patients treated by many of our 
most outstanding physicians. Usually, it is 
found that the injured man has employed 
counsel who has had him examined by a doc- 
tor for the purpose of giving a report or testi- 
fying in court. Often, the examining doctor 
reports findings at great variance with those 
of the doctor treating the patient. If this dif- 


(Continued on page A-42) 
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offers effective aid in the treatment of many organic symptoms arising 
from moderate to severe emotional disturbance. For example, PRozine produced 
improvement in 62 of 74 patients! with anxiety neuroses accompanied by nausea, 
vomiting, tremor, palpitations, or fear. In another 57 patients? suffering from 
nausea and vomiting, PRoziNE relieved symptoms in over 90 per cent. 
Designed for everyday practice, Prozine controls motor excitability as well as 
anxiety and tension by acting on both the hypothalamic and thalamic areas of the 
brain. Because of this dual action, dosage requirements are low, side-effects minimal. 
1. Case reports on file, Wyeth Laboratories. 2. Parks, R.V., and Moessner, G.F.: Dual 
Approach to Patient Care, Scientific Exhibit, A.A.G.P., April, 1959. 
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ference were merely one of opinion, resulting 
from different schools of thought in the medi- 
cal profession, we would have no valid com- 
plaint. However, the substantial number of 
miraculous recoveries which occur so soon 
after money is paid shows this situation to be 
of a more complicated nature. 

Railroad management desires to compen- 
sate its employees and all other claimants ade- 
quately and equitably for whatever injuries 
they receive, but we cannot afford to pay for 
something that did not or will not happen. Our 
medical departments and management are in- 
terested in rehabilitating injured employees so 
that they can resume their work. Frequently, 
however, these efforts are complicated by 
medical reports and testimony which prac- 
tically prohibit rehabilitation. | do not know 
what the answer to this problem may be. We 
are, however, intensely interested in any dis- 
cussion which will lead to an equitable and 
workable solution. Certainly, in most cases it 
should not be difficult to rule out the kind of 
medical report or testimony which does not 
have a substantial basis in fact. 

Today, impartial medical testimony plans 
are receiving a good deal of attention and are 
operating in New York, Philadelphia, Balti- 
more and Los Angeles. New York’s experience 
has demonstrated the value of this plan in 
bringing about equitable settlements and _re- 
lieving court congestion. The panels have been 
invoked almost equally by plaintiffs and de- 
fendants, with beneficial results to each of 
them. Plans have not been operating long 
enough in the other centers to provide any 
estimate of their value. 

In Cleveland, where the medical profession 
is attempting to have the courts set up impar- 
tial medical panels, Judge William K. Thomas 
of the common pleas court made the following 
interesting and significant comment. “The 
medical reports received in my court make it 
apparent that doctors sometimes instinctively 
tend to emphasize what is best for their side. 
It seems to me that any way to free doctors of 
the shackles of partisanship would do much to 
help the administration of justice.” I agree 
wholeheartedly with these sentiments and ear- 
nestly recommend the adoption of such a panel 
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in Chicago, where our courts have such a tre- 
mendous backlog of cases. It takes from three 
to four years for a litigant to get a trial in our 
circuit and superior courts, and a great per- 
centage of cases on the docket involve person- 
al injury. I see no reason why the courts 
should not anticipate the same benefits from 
the accelerated disposition of cases which the 
New York courts obtained when one of the 
major obstacles, namely, widely divergent 
medical reports, was removed. The railroads 
will cooperate completely in achieving this de- 
sirable objective. 
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AMERICAN CANceER Society, New York: Annual scien- 
tific session, October 26-27, at the Biltmore Hotel. A 
symposium on the evaluation of early diagnosis of can- 
cer will be presented. For further information, write to: 
Dr. Scott Hill, Director, Professional Education, Ameri- 
can Cancer Society, Inc., 521 West 57th Street, New 


York 19. 


AMERICAN COLLEGE OF GASTROENTEROLOGY, Los AN- 
GELEs: Annual course in postgraduate gastroenterology 
to be given at The Biltmore, September 24-26. For fur- 
ther information, write to: American College of Gastro- 
enterology, 33 West 60th Street. New York 23. 


AMERICAN UrovocicaL Association ANNUAL AWARD 
Contest: A first prize of $500, second prize of $300, 
and third prize of $200 are offered for essays on the 
result of clinical or laboratory research in urology. Com- 
petition is limited to urologists who have been gradu- 
ated not more than 10 years and to hospital residents 
and interns doing research work in urology. For further 
information, write to: William P. Didusch, Executive 
Secretary, 1120 North Charles Street, Baltimore. 


EicHtH WeEsTERN CarbDIAC CONFERENCE, DENVER: To be 
held August 17-21. For further infermation, write to: 
Colorado Heart Association, 1636 Logan Street, Denver 3. 


IntER-Society CytoLocy Councit, Detroit: Annual 
scientific meeting to be held at the Statler Hilton Hotel, 
November 19-21. For further information, write to: Dr. 
Paul A. Younge, Secretary, 1101 Beacon Street, Brook- 
line 46, Mass. 


TemMpLe UNIversity ScHooL oF MEpICcINE, PHILADEL- 
PHIA: The postgraduate course in laryngology and laryn- 
geal surgery, originally scheduled for September 21- 
October 2, will be held September 14-25. For further 
information, write to: Jackson-Research, Lab 604, Tem- 
ple University School of Medicine, 3400 North Broad 
Street, Philadelphia 40. 
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TETRACYCLINE SULFONAMIDE — ANALGESIC 


Azotrex Capsules 


each capsule contains: 
TETREX”° (tetracycline phosphate 
complex equivalent to tetracycline 
MClactivity) . . « « « 125 
Sulfamethizole . . . . . . . 250mg. 
Phenylazo-diamino-pyridine HCl . 50 
°U.S. Pat. No. 2,791,609 


minimum adult dose: 


One capsule q.i.d. 


supplied: 
Bottles of 24 and 100 capsules. 


References: 1. Buckwalter, F. H., and Cronk, G. A.: Antibiotic 

Med. & Clin. Ther. 5:46-51 (Jan.) 1958. 2. Osol, A., and Farrar, 

G. E., Jr., eds.: The Dispensatory of the United States of Amer- 

ica.” 25th Edition, Philadelphia, J. B. Lippincott Co., 1955, p. | 
1881. 3. Council on Pharmacy and Chemistry. J.A.M.A. 161:971 

(July 7) 1956, 
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My dear son: 


“In the beginning” . . . I felt like starting 
this letter, for here you are at the Genesis I 
stage of your research career, “without form 
and void,” as far as your choice of specialty or 
line of attack is concerned. Your decision on 
this is important, for no work can be more 
valuable than the idea behind it. Did you ever 
think of how any achievement—a building 
or a book—comes into being? In the begiii- 
ning was the idea. It may spring from a need, 
or it may be the product of pursuing a line of 
thought beyond the known and existent into 
the unknown and possible. Then the idea is 
explored and a line of approach is worked out. 
The procedure becomes more tangible in the 
form of plans written or drawn. The actual 
making of it is only a filling in of details. 
Hence, the importance of the idea. No matter 
how many experts or technicians, there has 
to be an idea man somewhere. 

Conditions for creative work are all too 
rare, particularly in later life, and it is during 
one’s younger years that the most daring ideas 
come. A few years, a job with routine respon- 
sibilities, family cares, administrative worries 
—one or more rear their ugly heads, and the 
ideas vanish like elves under a floodlight. 

Before you can produce anything new, you 
must wade through everything that everyone 
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else has done. What a happy time it must 
have been when a scientific study was first in 
its line and when the task of bibliography was 
confined to a few classical authors! Small 
wonder that the best men did definitive work 
before they were 25. For a long while you 
must be satisfied to learn what is already 
known. You have no hope of doing anything 
new. Then, for a period, you will think you 
have novel ideas, but a search of the litera- 
ture will show someone else thought of it, too, 
and did it. This I call “the burden of squeezed 
lemons.” 

When you have mastered your subject and 
when you know all that anyone else knows, 
any thought you have will be a new one. Be- 
cause you are in the vanguard, you will be the 
first to see. This is the stage that must be pro- 
longed as far as possible; but in our present 
academic economy, this space between ma- 
turity and envelopment in administrative de- 
tails which any school principal could do 
better is becoming narrower and narrower. If 
a man is a good researcher, why then he must 
have promise as an administrator! In our busi- 
nessman’s state, he who can manage men is 
more valued than he who can manage things, 
and he who can handle things is more impor- 
tant than he who can handle ideas. 

Because of this danger of being waylaid 

(Continued on page 84) 
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and its ultimate likelihood, you must pro- 
long your study and creative period as long 
as you can. The graduate study period of 
three years is not enough. You are just learn- 
ing to produce at the end of that time. Even 
the usual small stipend, the postdoctorate fel- 
lowship, leaves you restless and dissatisfied, 
for by that time you will probably have a fam- 
ily or will want one. If you become involved in 
full-time teaching, you may find that your 
conscientiousness with the subject and the 
students take most of your time. A period of 
several years to work out your thoughts be- 
fore you begin your life of daily responsibili- 
ties will furnish material to develop for many 
years, will mature your mental development 
as nothing else can, and will volley your re- 
search so far ahead that you should be able 
to do first-class work ever after. There are in- 
creasing opportunities for this phase, such as 
Markle scholarships and Public Health and 
Guggenheim fellowships, which permit you to 
work out something of your own instead of 
dashing around seeing what others are doing. 
If you are capable enough to stake your ca- 
reer on a science, you should have promise 
enough to qualify for one of these. I wish that, 
when I was your age, someone had told me 
just this. I considered that scholarships and 
fellowships were always what someone else— 
the bright boys—achieved. I didn’t know at 
the time that the principal requirements for 
these things are good grades, keeping your 
nose clean, and having the courage to apply. 
It also can be helpful to be promoted by some- 
one whose name is recognized. 

But, let us say that you have finished your 
doctorate and that you are now in your period 
of independent study. I like to think of it as a 
stage of withdrawal and return in the sense 
of Toynbee: “There are famous historical ex- 
amples in many different walks of life. We 
shall encounter it in the lives of mystics and 
saints and statesmen and soldiers and his- 
torians and philosophers and poets, as well as 
in the histories of nations and states and 
churches. ... A transfiguration in solitude can 
have no purpose and, perhaps, even no mean- 
ing, except as a prelude to the return of a 
transfigured personality into the social milieu 
out of which he had originally come.” 

Sometime in the next year you will have to 
decide on your problem, and much prelimi- 
nary thinking will be necessary before just 
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Through the Stethoscope 


the right subject can be chosen. If you don’t 
select your thesis topic yourself, it will be 
done for you. You may find yourself working 
out details in your advisor’s subject, which he 
hasn’t “gotten around to,” and it may be the 
tag end of an old subject rather than a fresh, 
new and personal one that carries with it the 
enthusiasms that only an idea of your own 
conception can have. Yet your problem must 
be one that is workable by existing methods 
or outgrowths of them. Usually the problem 
is suggested by a method or vice versa. It is 
dangerous to attempt both a new problem 
and a new method to solve it. Probably the 
very fact that a good problem is unsolved is 
evidence that there is no good way to study 
it. The old chaps are smart, too, and possibly 
have been over the same field. It is good to be 
working with a new method and simple to ap- 
ply it to an unworked area, but in such a case 
someone else may be doing the same thing. 

The relation of a subject to the times is 
important. New aspects of a subject may be 
created by newer methods, such as electron 
microscopy, or by newly felt needs, such as 
refractory alloys for jet engines. We are likely 
to extrapolate from the present to the future 
with the notion that progress is continuous 
and unlimited in all fields, but this is not so. 
Transportation and communication are reach- 
ing their saturation points, both in demand 
and in technical possibility. Human relations 
are in their awkward adolescence. Heart sur- 
gery is nearing perfection because of the me- 
chanical simplicity of the model, while study 
of the cerebral cortex is only beginning, for 
the reciprocal reason. Subjects do not grow 
up continuously, like crickets, but by instars, 
like butterflies; they are predicated by new 
methods or new needs. 

Your thesis problem should be one aspect 
of your long-term interest. It is a waste of 
time at a critical period in your career to 
change to another field after your thesis is 
written. Technics and basic knowledge are 
too slowly mastered. 

Why not let me know what subjects of in- 
vestigation you are considering? Perhaps I 
can tell you who is best qualified to advise 
you about it. It is wiser to match the master 
to the problem than to match the problem to 
the master. 

And so, good night, 
Father 
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the complaint: “nervous indigestion’ 


the diagnosis: any one of several nonspecific gastrointestinal disorders requiring relief of 
symptoms by sedative-antispasmodic action with concomitant digestive enzyme therapy. 
the prescription: a new formulation, incorporating in a single tablet the actions of Donnatal 
and Entozyme. the dosage: two tablets three times a day, or as indicated. 


the formula: in the gastric-soluble outer layer: 
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FROM POSTGRADUATE MEDICINE’S CORRESPONDENTS 


AUSTRALIA 


Accidental hemor- 
rhage in pregnancy— 
In the Medical Journal 
of Australia, Professor 
Lance Townsend of the 
University of Melbourne 
discussed the manage- 
ment and outcome of 
pregnancy in 588 patients who had accidental 
hemorrhage within a five year period ending on 
June 30, 1956, at the Royal Women’s Hospital. 
Melbourne. 

There were no maternal deaths during this 
study nor in the succeeding 18 months. From 
1941 to 1946, there were eight maternal deaths. 
and from 1946 to 1951 there were four. This de- 
crease is due to the availability, first, of blood. 
and second, of fibrinogen. 

Conservative treatment naturally delays the 
birth of the fetus. There were 111 stillbirths and 
33 neonatal deaths in the entire group, a wastage 
of 24 per cent. If the results for booked and non- 
booked patients are separated, booked patients 
had a fetal wastage of 20 per cent: nonbooked 
patients, 29 per cent. 

No maternal deaths should occur if shock is 
promptly treated and hypofibrinogenemia is cor- 
rected. Rapid and complete blood replacement. 
preferably with fresh blood, will reduce the in- 
cidence of cortical necrosis of the kidney to a 
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minimum. For maternal reasons, cesarean sec- 
tion is never indicated as a method of treatment. 

Dr. Glyn White studied 226 (51 per cent) of 
the 444 surviving babies. The remaining 49 per 
cent could not be traced. Of those studied, 211 
were considered to be within normal limits, seven 
were definitely abnormal, and eight were classi- 
fied as “doubtful.” In five of the seven abnormal 
infants, the abnormality was attributable to ac- 
cidental hemorrhage. Of these five, one was 
mentally retarded, one was a mentally retarded 
epileptic, one had a tremor type of cerebral palsy. 
one had Little’s disease, and one had a hemi- 
plegia. None of the eight “doubtful” babies 
showed any signs of locomotor disability, but 
all had evidence of possible brain damage, shown 
by convulsions, breath-holding attacks, behavior 
problems, delayed speech and speech defects. To 
summarize, 13 children (5.8 per cent) of those 
studied showed evidence of actual or suspected 
brain damage. 

Prophylaxis for tetanus—l\n the same jour- 
nal, a suggested routine for managing patients 
with injuries requiring prophylaxis for tetanus 
was discussed by Mr. Thomas H. Ackland of 
Melbourne. 

Passive immunization followed by active im- 
munization is advised for patients who have 
never been immunized, for those who have not 
received a tetanus toxoid injection within five 
years, and for those whose previous immuniza- 


(Continued on page A-93) 
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tion was doubtful. In passive immunization, the 
patient receives 1500 units of tetanus antiserum 
(3000 units if treatment is delayed), or 10,000 
units if he has had tetanus antiserum previously. 
For severe and persistent infections, antiserum 
should be given again after one week. In active 
imiunization, two sensitizing doses of 1 ml. 
tetanus toxoid are given three weeks apart, fol- 
lowed after six weeks by an immunizing dose of 
| ml. tetanus toxoid. If the first dose of toxoid 
is given at the same time as the 1500 units of 
antiserum, the toxoid should be injected from a 
second syringe into the opposite limb. When 
10,000 units of antiserum have been given, the 
first toxoid dose should be delayed one month; 
when the dose of antiserum has been repeated, 
the second sensitizing dose of toxoid should be 
given three weeks after this second dose of anti- 
serum, and the immunizing dose should be ad- 
ministered six weeks later. 

In patients who show definite evidence that 
they have been actively immunized with tetanus 
toxoid within five years, the prophylactic treat- 
ment for simple lacerations and puncture wounds 
is | ml. of tetanus toxoid alone as a booster dose. 
For severe and infected or deeply penetrating 
wounds, both tetanus antiserum and tetanus tox- 
oid are given (separate syringes, opposite limbs). 
regardless of the length of time since the last 
tetanus toxoid injection, and a further booster 
dose of toxoid is given two weeks later. 

Steatorrhea in children—In the Medical 
Journal of Australia, Dr. Charlotte M. Ander- 
son of the Royal Children’s Hospital, Melbourne, 
defines steatorrhea as a condition in which the 
patient’s stools have been proved to contain more 
fat than is normal; this necessitates a biochemi- 
cal assessment of the stools. Dr. Anderson stud- 
ied 169 patients and concluded that true celiac 
disease was present in 32 of them, and that ex- 
cluding wheat and rye flour from the diet is 
satisfactory treatment but must be continued 
through the child’s growing period. 

Fibrocystic disease of the pancreas was the 
cause of steatorrhea in 72 patients. Dr. Ander- 
son believes that it is not generally realized that 
this, rather than celiac disease, is the predomi- 
nant cause of steatorrhea in children. Children 
with intermittent gastrointestinal symptoms are 
often suspected of having steatorrhea, but in the 
absence of clinical evidence of defective nutri- 
tion or abdominal distention, or continuity of 
symptoms over a long period, the presence of 
steatorrhea is extremely unlikely. 
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Pheochromocytoma 

R. Ubelhér recently re- 
ported a series of five 
cases of pheochromocyto- 
ma, a cell tumor located 
most often in the adrenal 
medulla and accompanied 
by paroxysmal hypertension. He emphasized the 
importance of early diagnosis, because timely 
surgical intervention results in complete cure. 

Whenever a crisislike attack of hypertension 
is encountered, the urine should be tested for the 
presence of epinephrine. If this substance is pres- 
ent, intravenous pyelography with insufflation of 
the retroperitoneal space, retrograde pyelogra- 
phy, aortography, and tests for the origin of 
hypertension should be undertaken to determine 
the exact site of the tumor. Diagnosis is difficult 
when the site is unusual, such as in the case of a 
paraganglioma situated far from the adrenals. 
Discovery of the tumor is sometimes accidental. 
In one of the cases reported by the author, a 
pheochromocytoma was detected as a bleeding 
tumor in the wall of the bladder. 

The initial operative procedure in pheochro- 
mocytoma is an oblique incision slightly higher 
than that used in nephrectomy, often with resec- 





. tion of the eleventh rib. 


Four of the five tumors described by Dr. Ubel- 
hér were hormonally active; one was hormonally 
inactive. Four patients were operated on and 
since have remained symptom-free. 

Surgery of the facial nerve—In a lecture, 
H. J. Denecke of Heidelberg discussed various 
points in the surgery of the seventh cranial nerve 
that is performed in the area of the parotid gland 
or at the base of the skull. For reasons of opera- 
tive technic, he advocated the bilobate anatomic 
classification of the parotid. 

Because the anatomic relations in infants are 
delicate and the facial nerve is very fine, sur- 
gical intervention in the parotid area should be 
avoided, except when urgent indications, such 
as the rapid enlargement of a tumor, require it. 
However, in children it is very easy to remove 
cysts, tumors and other pathologic foci without 
damaging the nerve. 

Benign mixed tumors situated in the super- 
ficial lobe of the gland can be dealt with either 
by reflecting the lobe or simply by enucleating 
the tumor from the lobe. If enucleation is chosen, 

(Continued on page A-94) 
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the surgeon must guard against recurrence of 
the tumor by making certain that no residual 
pieces of the capsule remain. When these tumors 
are on the deeply located portion of the nerve, 
the nerve must be first approached at the styloid 
foramen and freely exposed by dissection. 

If tumors of the cylindroma type involve the 
nerve, then the nerve must be resected from both 
sides of the tumor until healthy normal portions 
are reached; that is, the resection should include 
not only the portion of the nerve actually invaded 
by the tumor but also that which appears to have 
changed in color and size. Partial resections, with 
the preservation of one branch or of several 
branches, should be considered whenever a quick 
histologic diagnosis proves that the site of the 
branching is definitely free of tumor. 

Dr. Denecke mentioned fractures of the crani- 
al base complicated with facial paralysis, and 
pointed out that in the often extensive opera- 
tions on the middle ear the auditory function 
should be thoroughly considered. This requires 
the cooperation of the surgeon and the otologist. 
In cases of malformations of the middle ear, he 
recommends that the tympanic cavity, often dif- 
ficult to find, should be sought along the facial 
nerve starting from the styloid foramen. He also 
discussed the problems related to the seventh 
cranial nerve in operations for tumors which 
arise within the pyramid and at the cerebello- 
pontile angle. 


BRAZIL 


Hyperplastic intes- 
tinal tuberculosis— 
In reporting this uncom- 
mon type of tuberculo- 
sis, David Rosenberg, 
Fernando C. Vianna and 
Naum Klinger stated 2 
that the main clinical 
features are pain, diar- 
rhea and a mass or tu- 
mor which can be palpated in the right abdomi- 
nal quadrant. The lesion is generally located at 
the terminal ileum or in the cecum. Other symp- 
toms are loss of weight, fever and constipation. 
As the tumor enlarges, the bowel becomes oc- 
cluded. Microscopic examination is necessary to 
make the correct etiologic diagnosis, and the in- 
dicated treatment is a hemicolectomy of the right 
side of the colon. 
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Promazine and meperidine in labor—A 
combination of 50 mg. promazine and 50 mg. 
meperidine was administered intravenously to 
32 women during labor. According to Francia 
Martins, Joao de Sampaio Goes, Jr. and Osmir 
Strasburg, the drugs produced a definite spas- 
molytic effect on the neck of the uterus and re- 
duced the period of labor. Although blood pres- 
sure was lowered in the majority of patients, the 
drop did not exceed 30 mm. of mercury. In some 
women, blood pressure was slightly elevated; in 
others it was unaltered. The drugs did not pro- 
duce any untoward reactions in any of the fetuses. 
Data recorded for follow-up purposes included a 
blood record of each mother’s blood pressure and 
previous obstetric surgery and deliveries, the 
presentation and degree of progression of the 
fetus, and the effects of the drugs on both mother 
and fetus. 

Schistosomiasis—The migration of infected 
people, the living conditions and habits which 
favor transmission of the disease, and the snail 
vectors found in various regions of Brazil were 
discussed by Luis Rey in his report on the causa- 
tion of schistosomiasis. After reviewing the meth- 
ods of control now used and commenting on the 
limitations of chemotherapy and the inefficiency 
of molluscacides, the author stressed the neces- 
sity of economic and sanitary policies aimed at 
improving the unhealthful living conditions 
which encourage schistosomiasis. The battle 
against the infestation should be part of an in- 
tegrated plan for controlling endemic diseases. 
chiefly those spread through feces and polluted 
water, and improving standards of living. 

These reports are from Revista paulista de 
medicina. 


ENGLAND 


Treatment of frac- 
tures of long bones— 
In a discussion held at 
the Royal Society of Medi- 
cine on treating fractures 
of the shafts of. long 
bones, Mr. William Gis- 
sane, the Birmingham 
surgeon, said that bone is 
not particularly susceptible to infection. He be- 
lieves that in the past the early clinical effects 
of corrosion of metal on adjacent soft tissues, 
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namely, red, shiny, hot, tender and edematous 
skin (a condition that can go on to wound break- 
down and then infection), have been mistaken 
for primary bone infection. Since physicians have 
abandoned the use of corrodible metals, this re- 
action has almost ceased, and, when better metals 
are eventually discovered, it will undoubtedly be 
completely eliminated. Once the dead spaces and 
hematomas have been eliminated by early gentle 
surgery, exact reduction and rigid: fixation, and 
the hemostasis and wound closure without tension 
have been achieved, the battle against wound in- 
fection is largely won. This victory, however, is 
not to be taken as an excuse for relaxing any 
of the aseptic and antiseptic precautions in oper- 
ating theaters. With closed fractures, primary 
wound infection is due mainly to organisms on 
the skin which are carried into the wound during 
operation. Thorough cleansing of the skin be- 
fore operating on a painful fracture can be done 
under general anesthesia by either the surgeon 
or his well-trained assistant. This is an essential 
part of the operation for both closed and open 
fractures. The conservative school maintains that 
the manipulative treatment of closed fractures 
eliminates all possibilities of infection; this is 
not so. Many fractures so treated are later oper- 
ated on for various reasons, such as deteriora- 
tion in position, malunion, delayed union and 
nonunion. The infection rates resulting from sub- 
sequent open surgery should be debited against 
the conservative method. 

Mr. John Charnley, orthopedic surgeon at 
Manchester Royal Infirmary, pointed out that the 
presence of ischemic bone ends in long-bone frac- 
tures passes quite unsuspected in routine x-rays 
because there is no difference in the roentgeno- 
graphic density of the bone end and the living 
shaft during the time necessary for fracture 
union. If the x-rays of healing fractures are care- 
fully scrutinized, it will frequently be observed 
that periosteal callus never springs from the bone 
end or from the periosteal surface of the frag- 
ment exactly at the level of the fracture. The 
periosteal new bone will spring from the peri- 
osteal surface of the fragment a short distance 
from the fractured end. In the same way, a cavity 
will be seen inside the investment of periosteal 
new bone surrounding the bone ends. That this 
indicates a true cavity inside the callus can easily 
be shown when opportunities are available for 
preparing specimens of fractures in the fourth 
to sixth week of healing. It is fairly obvious that 
any procedure which strips the periosteum from 
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the surface of bones will interfere with this natu- 
ral process of repair. 

Personal injury claims—Dr. Donald C. Nor- 
ris, London, who advises insurance companies 
dealing with claims for damages for personal in- 
jury, said that the interests of the insurer and 
the surgeon are identical: Both desire early and 
accurate diagnosis, adequate treatment and effec- 
tive resettlement. A patient often lacks proper 
assistance in getting his claim settled, and sur- 
geons can help by keeping full and accurate rec- 
ords, furnishing reports, and seeing that the pa- 
tient has adequate advice on his social, financial 
and legal problems. He stressed the importance 
of case conferences with all concerned repre- 
sented, and he discussed details of the rehabilita- 
tion organizations involved. In industrial reha- 
bilitation units, no significant difference has been 
found between the results obtained in compensa- 
tion cases and in other cases. 

Anticoagulant therapy in coronary 
thrombosis—Although the value of anticoagu- 
lant drugs is now established in the immediate 
treatment of the acute phase of cardiac infarc- 
tion, the value of their continued administration 
after this stage has not been vigorously assessed. 
Accordingly, the Medical Research Council set 
up a “working party” on anticoagulant therapy 
in coronary thrombosis under the chairmanship 
of Sir George Pickering, Regius Professor of 
Medicine at Oxford University, which studied 
383 patients at 15 different medical centers. The 
study was confined to patients between the ages 
of 40 and 69 who were recovering from a recent 
transmural myocardial infarct. The object was to 
establish whether, in patients who had survived at 
least one month after their most recent infarc- 
tion, the continuous administration of an anti- 
coagulant drug (phenindione) in doses sufficient 
to double the one stage prothrombin time would 
appreciably reduce the risk of recurrence and 
death below the levels concurrently observed in 
another series of patients with illness of compara- 
ble severity who did not receive this treatment. 

The working party has issued a report to the 
Medical Research Council, from which it seems 
that the benefits of therapy, as revealed by a 
lowering in the infarction rate, appear most 
clearly in those groups, such as younger male 
patients and those with more than one previous 
infarct, where the risk of recurrent infarct is 
high. By reducing the incidence of cardiac com- 
plications associated with thrombosis, anticoagu- 

(Continued on page A-98) 
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lant therapy may preserve the lives of patients 
with serious heart damage. Although the strict 
criteria adopted in the present study exclude 
about two-thirds of the hospitalized patients who 
are treated for cardiac infarction, it appears that 
phenindione administered continuously, accord- 
ing to the conditions of this trial, can make a 
useful, if limited, contribution in the aftercare of 
patients who have recovered from the acute phase 
of myocardial infarction. 

The trial was carried out in highly specialized 
cardiac units in which the closest attention was 
given to managing the patients; the prothrombin 
times were regularly estimated in a reliable labo- 
ratory. The results of the trial suggest that in- 
creased demands will be made on the time of 
physicians, nurses and technicians concerned 
with long-term anticoagulant therapy. 


FRANCE 


Neuromuscular irrita- 
bility—The rheotome de- 
veloped by Pluven and 
Guiot has opened the way 
for important research 
studies in widely different 
branches of pathology. 
With its use, a number of 
physicians of the Univer- 
sity of Nancy Faculty of Medicine have come 
to similar conclusions, which were reported in 
Semaine médicale des hépitaux. 

The electronic equipment emits rectangular 
signals and it stimulates the nerves and muscles 
by a known strength and for regulated periods. 
The electrodes are applied to any accessible mus- 
cle. The easiest to explore is the tibial muscle, 
together with the tibial nerve. 

The intensities needed for muscular contrac- 
tion are measured as a function of the duration 
of the current’s passage. The investigators plot- 
ted bilogarithmic curves, with the intensities as 
the ordinates and the times as the abscissas. The 
curves can be broken down into three consecutive 
straight segments, each corresponding to a defi- 
nite type of muscular fiber. Speedy fibers, stimu- 
lated in one-tenth to one millisecond, are rich in 
phosphagen but poor in adenosine triphosphate, 
a condition which reacts to the calcium ion. Slow 
fibers are rich in adenosine triphosphate, which 
reacts to the potassium ion. Hence, their contrac- 
tion is a function of the ratio of potassium to 
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sodium and of the migration of the potassium 
and sodium ions, intracellularly and extracellu- 
larly. The duration of the stimulation exceeds 
two milliseconds. It corresponds to the rheobase, 
that is, to the classic threshold of irritability for 
a long period. Middle or intermediate fibers re- 
act to stimulation which lasts from one to two 
milliseconds, and they appear to be sensitive to 
magnesium. 

The required intensity of current varies little. 
For the muscles it is from 1 to 2 ma., and for the 
nerves from 2.5 to 3.5 ma. Irritability is in- 
creased by the potassium, sodium and hydroxy] 
ions and decreased by the calcium, magnesium 
and hydrogen ions. According to Henderson’s 
formula, the membrane potential is represented 
by the ratio of K; to K, or even H; to H., where 
i and e denote the interior and exterior environ- 
ment of the cells. This potential directs the mi- 
grations of the ions. 

In surgery, P. Chalnot, P. Michon, J. Som- 
melet, A. Larcan and J. M. Picard distinguished 
between various postoperative deliria: (1) De- 
lirium due to acute cellular dehydration, with 
mental confusion, elevated temperature, thirst 
and dry tongue, which is associated with the 
massive passage of sodium in cells leaking potas- 
sium, is characterized by low irritability, pre- 
dominantly of the muscles and particularly of the 
slow fibers (elevation of the rheobase); (2) de- 
lirium due to extracellular dehydration, with agi- 
tated depression, sluggishness and elevated nitro- 
gen level in the blood, involves a neuromuscular 
hypoirritability which is observed in all three 
segments of the curve; (3) delirium due to hyper- 
hydration resulting from an erroneous therapeu- 
tic excess of serum and very little sodium is 
characterized by a global hyperirritability; and 
(4) alcoholic delirium tremens set off by the 
operation is recognized by its psychomotor dis- 
orders (triad of Coirault), which include chew- 
ing, sucking and grasping movements, insomnia, 
fever and refusal of fluids. The hyperirritabil- 
ity indicated on the rheotome is constant but 
moderate, and is characterized by a neuromus- 
cular reversal in which the muscle becomes more 
sensitive than the nerve. 

In cardiology, Dr. Larcan reported that the 
rheotome makes possible an accurate definition 
of the criteria of Laubry’s myocardosis, a disease 
described in 1923 as a heart-failure of relatively 
quick development and fatal outcome, without a 
known etiology or any anatomicopathologic cri- 
teria. It is part of a group of diffuse electric dis- 
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orders, since the neuromuscular examination of 
the Jeg reveals muscular hypoirritability with 
neural hyperirritability, associated with an in- 
creased depolarization of the cells. These find- 
ing~ suggest the use of a combined treatment with 
insulin, glucose, calcium and potassium. 

\ccording to Drs. Michon and Larcan, use of 
the rheotome in endocrinology frequently reveals 
frank and sometimes unforeseen reactions of in- 
creased or decreased irritability, which return 
to normal with proper treatment. Study of the 
intensity-duration curves aids in guiding the ther- 
apy. regulating the dosage, and determining the 
cessation of medication. 

Hyperirritability of muscles is characteristic 
of myxedematous patients, and is particularly 
noticeable in the long fibers. In hyperthyroidism, 
irritability is decreased to a moderate degree. In 
severe hyperthyroidism associated with thyroid 
heart disease and mental disorders, hypoirrita- 
bility is due to excessive depolarization as a re- 
sult of the protein disintegration and potassium 
leakage. 

In the suprarenal glands, the reactions of hy- 
perirritability or hypoirritability are directly as- 
sociated with the metabolism of salt and potas- 
sium, which treatment can restore to normal. 
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When the parathyroids are involved, tetany is 
first accompanied by hyperirritability, but when 
spasmophilia occurs, irritability decreases. 

Artificial heart-lung device—In La semaine 
des hdpitaux de Paris, J. Vaysse and co-workers 
reported that Professor Gaudart D’Allaines has 
been using the new André Thomas device for 
artificial blood supply, which permits the whole- 
sale oxygenation of the blood without any sig- 
nificant alteration of its elements. 

With the new procedure, the dissolved oxygen 
is delivered to the blood through a membrane. 
without bubbling and without direct contact be- 
tween the oxygen and the blood. The membrane, 
made of NYLON® coated with silicone, forms the 
wall of a rotating enclosure. The venous blood is 
directed to the external surface of this wall, and 
oxygen to the internal surface. The oxygen is in 
the form of an aerosol of oxygen and saline 
solution buffer, which is condensed into a fluid 
film on the membrane. 

The passage of oxygen is regulated by the in- 
ternal pressure of the aerosol. The apparatus will 
oxygenize, to almost 100 per cent, quantities of 
as much as 6 |. of blood per minute. Hemolysis 
is very slight, about 20 mg. per cent of hemo- 
globin in one-half hour. 
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Recent research''* again emphasizes the role of cobalt as the 
only clinically proved agent which enhances erythropoietin formation. 

The acceleration of erythropoiesis with Roncovite therapy pro- 
vides optimal utilization of iron. 

Acting through this physiologic mechanism, Roncovite (cobalt- 
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Detection, Recognition and 


Management of Anemia 


WILLIAM B. CASTLE* 


Harvard Medical School. Boston 


Wruar I shall try to 
do in this presentation 
is to indicate to you 
that the detection of 
anemia is extremely 
simple, that if one 
knows a modest amount 
about the basic causes 
of anemia one will have 
a rational approach to 
its recognition in indi- 
vidual patients, and 
that there are a number of relatively simple 
and useful diagnostic tests that can be done 
by the physician himself or performed in the 
routine hospital or clinic laboratory. Then 
there are certain more complicated diagnostic 
tests that probably will require the services of 
a special laboratory or even of a consultant. 
But, as in any area of medicine, it is neces- 
sary to begin with a sound point of view; and, 
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Anemia is invariably detected by a reliable 
hemoglobin determination. Recognition of 
the general mechanism (increased red cell 
loss or destruction or decreased red cell or 
hemoglobin production) is the first step in 
diagnosis. Then the particular cause may 
be defined directly or by exclusion. Special 
diagnostic studies may be necessary, and a 
systematic conception of the causes will en- 
able application of appropriate tests and, 
| subsequently, intelligent management. 


if you have that, you will not, as the patient’s 
own doctor, get confused by the experts. 


Detection 


If you have a satisfactory method of doing 
a hemoglobin or hematocrit determination in 
your office with a sample of blood from the 
finger or vein, you will not overlook the pres- 
ence of anemia. It is a waste of time to per- 
form red cell counts if you are simply on the 
lookout for anemia. There is just one thing 
that defines anemia, and that is a less than 
normal concentration of hemoglobin. In cer- 





tain hypochromic anemias a red cell count 
alone, which is a relatively difficult method, 
actually may be misleading because it may 
be nearly normal or even above normal when 
the hemoglobin is below normal. Thus, detec- 
tion of anemia is very simple, but you will 
overlook it if you do not do these simple 
things. 

Patients who have mild anemia do not have 
symptoms from it unless the anemia itself is a 
symptom of an underlying disorder. It re- 
quires a loss of two-thirds of the normal hemo- 
globin concentration to double the resting car- 
diac output. Thus, remember, when you see a 
patient with mild anemia who has gone to one 
doctor after another because he is feeling tired, 
that unless anemia is significant it will not it- 
self cause symptoms. If, unwisely, the doctor 
decides that the symptoms must be due to the 
anemia, and tries to treat the anemia, only 
when there is no subjective improvement may 
he realize that something else, perhaps mere 
anxiety, is the real cause of the symptom. 

Once you have detected anemia, it is a good 
idea to have a logical way of thinking about 
its principal causes. Anemia is a problem of 
red cell supply and demand. Thus, it may re- 
sult either from too much destruction (or loss ) 
or from too little production of red cells. In 
some kinds of anemia there is some diminu- 
tion of production and some increase of de- 
struction as well. For practical purposes, how- 
ever, when a patient is distinctly anemic, one 
or the other of these two phenomena predomi- 
nates and predicates possible treatment. Fortu- 
nately, the characteristics of the peripheral 
blood and the bone marrow often enable us 
immediately to distinguish between these 
dominant processes. So when you have found 
a patient who is anemic, it is important first 
to consider the process in such terms. 

What are some of the causes of increased 
red cell destruction (table 1)? Perhaps the 
red cells were made defectively by the bone 
marrow. Consequently they do not survive the 
normal 120 days in the blood stream; they 
wear out, are filtered off in the spleen or are 
destroyed by some special hemolytic process 
in the blood stream. There are half a dozen 
kinds of anemia (not very common) in which 


TABLE 1 


Causes OF ANEMIA 





Too much destruction of red blood cells 
Bad red cells: Spheres, sickles, saucers, paroxysmal 
nocturnal hemoglobinuria, low -SH 
Bad plasma: Lysis, agglutination, sensitization. 
oxidants 
Big, bad spleen: red cell sequestration 


Too little production of red blood cells 


Anatomic: Fat, tumor, fibrosis, bone 

Nutritional: lron, vitamin Bs, vitamin B,», folic acid 
Hormonal: Thyroid, adrenal, testis 

Toxic: Infection, cancer, uremia 





anatomic or biochemical abnormalities of the 
red cell are proximately responsible for its 
short life. One is known as congenital sphero- 
cytic anemia. Here the red cells are so nearly 
spheroid that they cannot get through the 
splenic pulp as readily as normal discoid red 
cells do and are therefore filtered off in the 
spleen, where they collect, disintegrate, and 
result in splenic enlargement. 

When red cells in a Negro patient contain 
sufficient sickle hemoglobin and become de- 
oxygenated at the venous end of the capil- 
laries, they become distorted and mechanical- 
ly fragile, and the viscosity of the blood rises. 
In this way, by the motion of the circulation 
or by local capillary stasis, the red cells are 
destroyed and a hemolytic anemia punctuated 
by painful crises follows. In Cooley’s or Medi- 
terranean anemia, the red cells can be de- 
scribed as saucers. They are rather flat and 
not as full of hemoglobin as the normal bicon- 
cave disk. We do not know exactly why this 
should predicate their increased destruction, 
but it does. 

Then there is an unusual chronic hemolytic 
anemia called paroxysmal nocturnal hemoglo- 
binuria. Such cases are rare, but the patients 
characteristically describe passing dark urine 
on arising in the morning, and they always 
have free hemoglobin in the blood stream. The 
cause of their anemia is that the red cells are 
abnormally susceptible to lysis by normal com- 
ponents of the plasma when in a slightly acid 
location such as in the spleen or splanchnic 
bed. During sleep, when the respiratory cen- 
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ter . less active, the carbon dioxide tension in 
the blood rises, the blood pH falls slightly, 
esp: cially in areas of vascular stagnation, and 
the -usceptible red cells are destroyed. Thus, 
in s ich a patient there will be more blood de- 
stru tion at night, and the hemoglobin passes 
into the urine and causes obvious hemoglo- 
binuria in the morning after awaking. 

\lving, Beutler and others have shown that 
ceriain Negroes are more susceptible than 
others to the administration of oxidant drugs, 
such as chloroquine. The difficulty here is a 
hereditary lack of available reduced sulfhydryl 
in the red cells, so that when an oxidant com- 
pound like chloroquine is given to them in 
amounts innocuous to normal subjects their 
red cells are readily destroyed. 

Bad plasma can also be a cause of hemolytic 
anemia. Here we have to deal with a variety of 
situations, mostly rare. There may actually be 
a hemolytic complement-requiring antibody in 
the plasma as an unusual result of syphilis or 
of drug sensitization. More often there is some 
type of plasma globulin abnormality that leads 
to red cell auto-agglutination and sequestra- 
tion in the spleen. Almost half such patients 
with “acquired hemolytic anemia” have an 
underlying or evident lymphoma. Their plasma 
very rarely contains a hemolysin. There may 
be sensitization with true antibodies capable 
of agglutination but not of lysis of red cells in 
vitro, as in Rh disease of the newborn. Or, 
again, the patient may have been ingesting 
naphthalene, phenacetin or other compound 
that leads to the presence of oxidant deriva- 
tives in the plasma and therefore to methemo- 
globin and destruction of red cells. Given 
enough such drug, normal red cells are sus- 
ceptible to lysis. 

Finally, there is hemolytic anemia due to a 
big, bad spleen wolfing red cells. We begin to 
understand that the spleen is “bad,” that is, 
hyperactive, when it sequesters red cells (or, 
for that matter, white cells and platelets) more 
readily than does a normal organ. One can test 
for this activity by labeling red cells with chro- 
mium”', which is a soft gamma-ray emitter, 
and showing that normal red cells as well as 
those of the patient are progressively seques- 
tered in the spleen (indicated by an increase 
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in gamma _ body-surface radiation over the 
organ) and are there destroyed. In the ma- 
jority of instances, however, the cause of in- 
creased red cell sequestration by the spleen is 
primarily defective red cells or plasma. 

The causes of anemia in which there is too 
little red cell production are varied and are 
better known (table 1). First, there can be an 
anatomic disturbance of the bone marrow so 
that it simply does not function effectively in 
making red cells. If the marrow is full of fat, 
is invaded by tumor, or becomes the site of a 
fibrotic or even a bony proliferative process, 
as in osteosclerotic anemia, it is unable to 
meet the normal rate of red cell destruction 
and so anemia will develop. 

Then there can be nutritional defects that 
do not allow anatomically normal arrange- 
ments in the bone marrow to produce sufh- 
cient red cells. Iron deficiency can be pro- 
duced in various ways; mysteriously, vitamin 
B,, deficiency occurs extremely rarely; and of 
course much more commonly there is vitamin 
B,» deficiency, as in pernicious anemia. Final- 
ly, there is folic acid deficiency, as in the so- 
called pernicious anemia of pregnancy or in 
the intestinal malabsorption syndromes. 

As an infrequent cause of moderate anemia 
there can be hormonal defects. In a patient 
with hypothyroidism there is usually very lit- 
tle anemia and it is unimportant compared 
with the disability due to the myxedema. Simi- 
larly, adrenocortical loss, as in Addison’s dis- 
ease, testicular atrophy or failure of the an- 
terior pituitary, may lead to mild degrees of 
anemia which can be abolished by substitution 
therapy with one or all of the appropriate tar- 
get hormones. 

Perhaps one of the most common, though 
mild, anemias is due to so-called toxic inhi- 
bition of the bone marrow. A patient with 
chronic osteomyelitis, tuberculosis or rheu- 
matoid arthritis usually has a mild anemia of 
this type because the bone marrow is appar- 
ently poisoned in some way by the products 
of disease. The same is true of patients with 
cancer, whether metastatic or massive in a pri- 
mary site; something is coming out of that 
cancer which inhibits bone marrow activity. 
Finally, everyone knows that with uremia, 





especially in patients with over 100 mg. of 
nonprotein nitrogen in the blood, a chronic 
refractory anemia develops. In all these con- 
ditions, then, the principal difficulty is with 
the bone marrow, not with any mechanism for 
excessive red cell destruction. 


Recognition 


With this background of etiology, how shall 
we recognize the type of anemia affecting the 
individual patient? In general, when there is 
excess destruction of red cells the peripheral 
blood picture reflects the activity of the hard- 
working normoblastic bone marrow (elevated 
reticulocyte count, a normal or an increased 
white cell count with numerous granulocytes, 
and a normal platelet level). On the other 
hand, in patients with anemias due to failure 
of red cell production by the bone marrow, 
reticulocytes are few, as are often granulocytes 
and platelets in the peripheral blood. 

Such characteristics of the peripheral blood 
the doctor can evaluate himself. He can look 
at the red cells and consider their size, color 
and shape, and he can make a stain for reticu- 
locytes—a most useful test. The reticulocyte 
is the last stage before the final adult red cell, 
and when the marrow is effectively producing 
red cells the reticulocytes are increased; when 
it is not, reticulocytes are decreased. If you 
give a drug or hormone that is effective in the 
treatment of the patient’s anemia, the reticu- 
locytes promptly increase for a time. Thus 
when vitamin B,» is given to a patient with 
pernicious anemia, the reticulocytes reach a 
peak value within 10 days; this does not occur 
if the patient does not have pernicious anemia. 
If more reticulocyte counts were done at ap- 
propriate times, and fewer red cell counts, the 
nature of anemia and its response to therapy 
would more often be evident and a great deal 
of money now spent for less useful laboratory 
tests would be saved for the patient. 

Take a look at the blood smear under a low- 
power lens, and you can estimate very well the 
number of white cells and platelets. Are there 
few, the usual, or many white cells? With high 
power, try to decide whether abnormal white 
cells are present. Are they abnormal enough to 
suggest leukemia as the basis of the anemia? 


If you would easily compare the size, shape 
and color of the red cells of one blood film 
with those of normal blood, make a smear of 
your own blood on a slide or a coverslip and 
then make a smear of the unknown on another 
coverslip. Put a drop of balsam on top of the 
normal blood smear, turn the unknown upside 
down, and mount it so that the blood films are 
face to face. Then with a little up-and-down 
motion of the fine focus adjustment you can 
make quick comparisons of the appearance of 
the two kinds of red cells. 

There is, however, only one kind of anemia 
that you can readily recognize merely from 
looking at the blood smear, and that is iron- 
deficiency anemia. In this condition the red 
cells are small and pale. In Mediterranean ane- 
mia the cells are less pale but more variable 
in shape and, as in pyridoxine-deficiency ane- 
mia, the serum iron is increased. Nearly all 
other kinds of anemia have normal-colored 
and normal-sized or even large red cells. There- 
fore, macrocytosis is not equivalent to per- 
nicious anemia, although oval macrocytes sug- 
gest that diagnosis. Macrocytosis merely means 
usually that the patient does not have iron- 
deficiency anemia. 

Other simple observations of oxalated blood 
samples may be revealing. As the red cells set- 
tle, it may be seen that the plasma is hemo- 
globin-tinged or jaundiced. If jaundice is con- 
firmed by an increased icterus index, one can 
certainly suspect hemolytic anemia, provided 
that it goes along with persistently elevated 
reticulocytes. You can also look for agglutina- 
tion and macroscopic granularity in fresh 
blood samples with and without the micro- 
scope, respectively. These findings, as I have 
already mentioned, are common in certain 
kinds of acquired hemolytic anemia. An in- 
creased sedimentation rate accompanies chron- 
ic infection. 

Gastric analysis is, of course, essential for 
detection of achlorhydria and so of pernicious 
anemia. Repeated tests of the stool for occult 
blood are very useful and practical but are not 
done often enough. In adult men they usually 
will explain a mysterious iron-deficiency type 
of anemia even in the absence of symptoms. 
Such a patient may be quietly bleeding from 
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an ulcer in the duodenum or a carcinoma in 
the -olon, lesions that may be missed unless 
the .ause of the hypochromic anemia is care- 
fully sought. Finally, as is well known, in- 
creased red cell destruction will cause in- 
creased fecal urobilinogen excretion. 

Of course, more refined methods of recog- 
nition of anemia often will be required. When 
too much red cell destruction is suspected, 
osmotic fragility, sickling, acid hemolysis and 
various types of hemolysis tests, including the 
Coombs and the Diamond tests, are needed. 
The Coombs test is a means of detecting “in- 
complete antibodies” (gamma globulin) ad- 
sorbed from “bad” plasma on the surface of 
the patient’s “sensitized” red cells. It is done 
with serum from a rabbit in which antibodies 
against human serum globulins have been de- 
veloped. The patient’s red cells are first washed 
in saline until free of serum globulins and then 
are mixed with the antiglobulin rabbit serum 
in order to find out whether they are aggluti- 
nated or not. In congenital hemolytic jaundice 
the test is negative; in acquired hemolytic 
jaundice in which antibody (or globulin) is 
adsorbed on the surface of the red cells the 
test is positive. 

The Diamond test referred to is simpler 
but still a very good method of detecting sen- 
sitized red cells. It consists of putting a drop 
of the patient’s blood on a slide on an illumi- 
nated and slightly warmed surface above an 
electric lamp in a box that can be gently 
rocked. As the plasma dries slightly, clumping 
of the red cells may appear and is due either 
to rouleaux formation or to true agglutina- 
tion of sensitized cells such as would occur in 
erythroblastosis fetalis or adult forms of ac- 
quired hemolytic anemia. If you then add an 
excess of saline to the drop of blood and mix 
it carefully, rouleaux formation will disap- 
pear but agglutination of sensitized cells will 
persist. Addition of various types of macro- 
molecules—glue or polyvinyl pyrrolidone—to 
the patient’s plasma will also cause rouleaux- 
sensitized cells, again to be distinguished from 
rouleaux by subsequent addition of saline. 

I have already mentioned the chromium”! 
red cell survival method in which a small sam- 
ple of the patient’s red cells is labeled with 
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Na.Cr*'O,. After reinjection it is possible to 
determine the rate of disappearance of the 
radiation in successive samples of blood as 
the labeled cells are destroyed. Normally the 
half-life of chromium-labeled red cells is about 
30 days. In hemolytic anemias it may be much 
shorter. You can also scan for gamma radia- 
tion over the patient’s spleen. If the area shows 
a progressive increase of radioactivity, sple- 
nectomy will probably benefit the patient. 

If there is too little red cell production, cer- 
tain special tests may be used. Bone marrow 
puncture or biopsy is of special value but re- 
quires experience in interpretation. In iron- 
deficiency anemia, little or no iron will be 
seen in the marrow smears. Recently, Dame- 
shek has pointed out that a Silverman needle 
will yield satisfactory tissue fragments in in- 
stances of “dry tap” with the usual needle 
biopsy technic. Lymph node biopsy will en- 
able the pathologist to diagnose lymphoma or 
Hodgkin’s disease. Defective absorption of 
radioactive vitamin B,. in the Schilling test is 
characteristic of pernicious anemia even after 
treatment. Serum iron, low in iron-deficiency 
anemia, can be determined chemically; and 
serum vitamin B,., very low in pernicious ane- 


_mia, can be determined microbiologically. 


Finally, the level of the blood nonprotein 
nitrogen is elevated in the anemia of uremia; 
and basal metabolism, I'*' uptake and other 
tests may be employed to detect hormonal 
deficiencies. ; 


Management 


In the management of anemias there are a 
limited number of specifically effective pro- 
cedures. However, only if you apply the right 
ones to the right patient will you be successful. 
In patients with too much red cell destruction, 
transfusions are an important emergency 
measure. You can give cortisone to inhibit a 
drastic rate of red cell destruction by the 
spleen in acquired hemolytic anemias. You 
can irradiate the spleen with benefit only if it 
is full of lymphoma cells and is therefore a 
big, bad spleen, or you can use chemotherapy 
such as nitrogen mustard for the same reason. 
Finally, in any hemolytic anemia with a high 
rate of uptake of red cells by the spleen you 





can resort to splenectomy. In congenital 
spherocytic jaundice, complete relief will fol- 
low splenectomy, and this operation affords 
relief to a greater or lesser degree in about 
half the patients with idiopathic acquired 
hemolytic anemia. 

In anemias with too little red cell produc- 
tion due to anatomic changes in the bone mar- 
row, a systemic transfusion schedule usually 
is the most useful measure. Of course, irradia- 
tion may temporarily suppress leukemic cell 
proliferation in the marrow, as nitrogen mus- 
tard or MYLERAN® may also do. Hypoplasia or 
fibrosis is usually an irreversible defect. 

With nutritional therapy you are all fa- 
miliar: iron, vitamin B,. and folic acid. Be- 
cause of its uncertain absorption when given 
by mouth, vitamin B,, should be given only 
by injection. Hormonal therapy is not very 
important because the patient with uncom- 
plicated hormonal deficiency is never very 
anemic. However, with thyroid deficiency the 
anemia may be severe if it is combined with 
iron deficiency due to menorrhagia; in some 
patients, because they have achlorhydria, si- 
multaneous pernicious anemia develops. 

If anemia is due to toxic inhibition of the 


marrow by infection, the infection should he 
eradicated. With the anemia of neoplasia, as 
long as the lesion is controllable something 
can be done. In the anemia of uremia, pros. 
tatic obstruction is about the only causal con- 
dition that can be relieved. Occasionally, co- 
balt chloride or testosterone propionate, both 
of which are nonspecific erythropoietic stimu- 
lants, may be useful in raising hemoglobin 
levels somewhat in such patients. 


Conclusion 


I have reviewed very briefly, and | hope to 
some extent intelligibly, the situation the doc- 
tor faces when he wonders whether a patient 
has anemia. As you can see, it is extremely 
easy to detect anemia. You will never miss it 
with a good hemoglobin or hematocrit deter- 
mination. It is also fairly easy to recognize 
the cause of most instances of clear-cut ane- 
mia. Some are more difficult and require spe- 
cial diagnostic studies, but if you have in 
mind a systematic conception of why patients 
become anemic you will know what tests to 
apply to discover the mechanism. And, know- 
ing the mechanism, you will be intelligent in 
management. 
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high-powered one, in spite of an ulcer. 
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Living With Your Ulcer 


Ulcer develops in 10 per cent of our population. Under 
certain circumstances, ulcer recurs; thus patients and 
their families must learn how to live with an ulcer and 
still avoid complications and recurrences. Certain factors 
which appear to precipitate recurrences can be controlled 
by those who know how to live a normal life, even a very 
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The proper approach to pediatric cardiovascular examination involves patience, 


timing, consideration of the baby’s needs, and use of diagnostic implements of 
correct size. The most important general considerations are those concerned with 
color and respiration. Careful inspection and palpation of the chest is most in- 
structive, and percussion and auscultation reveal valuable information. The 
author prefers the auscultatory method of determining blood pressure, which is 
an essential part of evaluating the circulaiory system. 


The Physical Examination 


in Pediatric Cardiology 


PAUL R. LURIE* 


Indiana University School of Medicine, Indianapolis 


A.rnoucu striking 
advances have been 
made in cardiac sur- 
gery and in precise 
diagnostic methods 
during the last 10 
years, the classic meth- 
ods of physical diagno- 
sis are not considered 
obsolete. On the con- 
trary, growing under- 


PAUL R. LURIE 


standing in pediatric 

cardiology has stimulated new interest in the 
simpler physical methods. New signs and bet- 
ter correlation of signs with their physiologic 
and anatomic bases have come to light. It is 
the object of this discussion to make sugges- 
tions which will help the physician to detect 
and interpret these physical findings. 


*Department of Pediatrics, Indiana University School of Medicine, 
Indianapolis, Indiana. 


Adapted from a Seminar on Diagnosis of Heart Disease in Children 
at the Annual Meeting of the American Academy of Pediatrics at 
Chicago. 
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General Approach to the Infant 
and Small Child 


It is impossible to learn much in detail 
about the cardiovascular system of a bellow- 
ing, resisting baby. The proper approach in- 
volves patience, timing and consideration of 
the baby’s needs. Although the busy practi- 
tioner may find it impossible to give this de- 
sirable kind of attention to every well baby, 
he will surely do well to apply it to the baby 
in whom a brief examination reveals findings 
suggestive of heart disease. 

The infant should be fed and allowed to 
sleep in bed or in the mother’s arms in a quiet 
room. This may be done more easily at home 
than in the office. If the examination is con- 
ducted in the office, the consulting room, with 
its less medical atmosphere and more com- 
fortable chairs, is preferred to the examining 
room. The relaxation of the mother is com- 
municated to the infant. The infant is un- 
dressed but kept warm with a gown or blanket 


which can be easily lifted to give good expo- 
sure without awakening him. If the baby is 
awake, hiding the examining hand or stetho- 
scope under the gown or blanket may allay 
his suspicions. 

The keynote of success in any pediatric ex- 
amination is opportunism. No one who is ex- 
pert in examining a child adheres to a strict 
routine. He does what the baby is likely to tol- 
erate best at the moment, saving the most up- 
setting procedures for the completion of the 
examination. Thus, one makes his general ob- 
servations at all times during the interview 
and examination, pointing up his questions 
regarding history by reference to physical ab- 
normalities which he observes on inspection 
and which may have been noted by the par- 
ents, such as cyanosis, clubbing, chest deform- 
ity, etc. Following inspection, it is wise to 
proceed directly to auscultation while the baby 
is quiet, for it is possible that such an oppor- 
tunity may not arise again. At the end of the 
examination, the examiner will want the baby 
to cry, as no physical examination of the in- 
fant’s heart is complete unless the baby is ob- 
served while he is crying hard. The older child 
must be observed during and after exercise, 
which may consist of sit-ups, deep knee-bends, 
climbing on and jumping off a box or low 
chair, or a short run down the corridor or on 
the lawn. In the case of the questionably cya- 
notic child, such as in the mild tetralogy of 
Fallot, close observation of the child’s color 
and depth of breathing in different postures 
after exercise is most revealing. The posture- 
sensitive child with mild tetralogy will remain 
dusky and hyperpneic while standing after 
exercise, but he will become pink and breathe 
quietly within seconds after squatting. 


Diagnostic Implements 


Only a few instruments are needed for this 
type of examination, but they should be cor- 
rect. Everyone has his own preference in 
stethoscopes. The adult-size diaphragm chest 
piece is the most striking example of an in- 
correct stethoscope for pediatric use, as it 
makes precise localization impossible. A small 
diaphragm is obtainable and is useful for high- 
pitched murmurs. It is not advisable for gen- 


eral use. I prefer the soft rubber bell, which 
is warm and comfortable and permits listen- 
ing without awakening a sleeping infant or 
disturbing a negativistic toddler. It conforms 
to the contour of a bony chest with small inter- 
costal spaces. 

An adequate assortment of sizes of cuffs 
represents a negligible expense and contrib- 
utes accuracy and facility to blood pressure 
readings. A simple rule is to use a cuff which 
has a width that is approximately one-half 
the distance from olecranon to acromion. This 
will mean that small prematures need a 1 in. 
cuff, term infants a 2 in. cuff, older children a 
3 or 4 in. cuff, and adolescents a full-size 
adult cuff. (I usually use the same cuff on the 
thigh as on the arm, to permit a valid com- 
parison of arm and leg pressures. Under this 
condition, the leg pressure should be higher 
than that of the arm.) It is useful to have an 
extra stethoscope or, at least, a piece of extra 
tubing for the baby to grasp as a substitute for 
the examiner’s stethoscope. 


Physical Findings 


Inspection and palpation—The most im- 
portant general observations in a cardiac ex- 
amination are those concerned with color and 
respiration. Cyanosis of mild degree can be 
undetected by the parents and, indeed, the 
physician may have trouble ascertaining its 
presence. The presence of mild clubbing sug- 
gests the possibility of mild arterial hypox- 
emia. The early changes of incipient club- 
bing are the deepening of the red color and 
an increased sheen in the skin of the nail base 
(figure 1). The angle which is made by the 
nail and the nail fold flattens out; the nail 
base crinkles as the examiner depresses the 
nail on its softer than normal bed. While look- 
ing for clubbing the examiner holds his own 
finger next to the patient’s for color compari- 
son. The tongue has less local vasomotor ac- 
tivity than the lips and nails; hence evaluation 
of color there is more reliable. It should be 
remembered that cyanosis cannot be observed 
in the presence of severe anemia, even though 
arterial hypoxemia may be present. 

Breathing is deep and rapid in the presence 
of decreased pulmonary blood flow with veno- 
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arter'i1 shunt, e.g., the tetralogy of Fallot. 
In th s condition, the lungs retain their normal 
physical characteristics but respiraiion is 
stimulated by the presence of venous blood in 
the arteries. On the other hand, rapid shallow 
breatliing, often accompanied by grunting and 
coughing, is usually associated with conges- 
tion of the lungs regardless of whether this 
congestion is (1) purely passive, as in mitral 
stenosis or left heart-failure with coarctation, 
(2) purely active, as in arteriovenous shunt 
through a ventricular septal defect, or (3) a 
combined active and passive congestion. 

Of less urgency in the general survey of the 
patient is the matter of nutrition and growth. 
Tabulating the height and weight on a per- 
centile chart or grid and using this compara- 
tive chart for a running record is much more 
informative than writing down the figures and 
guessing their relation to normal and previous 
data for the patient. 

The neck veins should be watched for dis- 
tention and for the timing of pulsations. The 
liver should be palpated. While an infant’s 
liver normally may descend as much as two- 
thirds of the way to the umbilicus from the 
right costal margin in the midclavicular line, 
only the abnormal liver bulges forward. If the 
liver is enlarged because of passive conges- 
tion, manual compression of the abdomen over 
the liver will produce increased dilatation of 
the neck veins. This so-called hepatojugular 
reflex is an immediate reaction, as is the de- 
crease in distention when the pressure on the 
liver is released. It is invalidated when the 
patient strains, as his liver is compressed. Ex- 
pansile pulsation of the liver indicates tricus- 
pid insufficiency. Although the rule applies to 
children that venous pressure is normal if the 
veins of the back of the hand are collapsed 
when the patient is lying supine and horizon- 
tal with his palm resting on his chest, it is mis- 
leading in infancy, for the veins in the hand 
may be difficult to evaluate. A bulging fon- 
tanel may be part of the picture of severe con- 
gestive failure in infancy. 

The peripheral pulses always should be pal- 
pated in both arms and in one femoral region, 
with special concern for the question of coare- 
tation of the aorta. 
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FIGURE 1. Changes of early clubbing. 

a. Normal condition. 

b. Borderline clubbing. The angle between the nail and 
the skin flattens out as clubbing progresses. The skin 
over the nail base becomes more ruddy and shiny; it 
crinkles when the nail is pushed down on its bed. The 
nail bed becomes softer and the nail tends to “float.” 


Careful inspection and palpation of the 
chest is most instructive. The shape of the pre- 
cordium and a questionable bulge are best 
evaluated by looking cephalad between the 
feet when the patient is lying supine and flat 
(figure 2). Palpation of the heart which bulges 
forward usually reveals a systolic forward lift 
maximal in the third to fifth interspace which 
is produced by right ventricular overactivity 
(figure 3). At the apex, left ventricular over- 
activity is shown by excessive outward and 
downward thrust. In the pulmonic area, a lo- 
calized forward or expansile bulge in systole 
is evidence of the filling of a dilated main pul- 
monary artery. 

When a large heart is not associated with 








FIGURE 2. Looking upward from the feet brings the pre- 
cordial bulge into profile. 








FIGURE 3. Palpation of cardiac impulses. 

a. Systolic expansion of pulmonary artery. 

b. Systolic forward lift of the precordium by an over- 
active right ventricle. 

c. Systolic outward and downward thrust at the apex by 
an overactive left ventricle. 


either a forceful right or left ventricular im- 
pulse, the condition suggests that the heart is 
hypotonic and dilated. This might be seen in 
extreme failure due to an obstructive lesion 
such as pulmonic stenosis with intact ventricu- 
lar septum or coarctation of the aorta, or it 
might occur in myocardial disease with pre- 
dominant myocarditis. The large quiet area 
of pericardial effusion requires differentiation 
from this condition. 

Along with a precordial bulge, Harrison’s 
groove is found frequently in congenital heart 
disease. After simply ruling out chronic upper 
respiratory obstruction and rickets, there re- 
mains strong presumptive evidence that the 
lungs have been chronically congested. This 
may be the passive congestion of chronic left 
heart-failure or the active congestion of a left 
to right shunt. This type of chest deformity 
is rarely seen in the cyanotic malformations 
with diminished pulmonary blood flow in 
which the lungs retain their normal physical 
characteristics. It probably develops in re- 
sponse to the increased pull by the diaphragm 
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which is necessary to provide adequate ven- 
tilation of turgid, congested lungs. 

Thrills are felt in the same location as the 
maximal intensity of the corresponding loud 
murmurs and will, therefore, be dealt with im- 
plicitly in the discussion of murmurs in the 
section on auscultation. 

Percussion—While it is generally accepted 
that evaluation of heart size without a tele- 
roentgenogram is incomplete and may be mis- 
leading, so much information can be gained 
by proper percussion that it behooves the phy- 
sician to nurture this skill by constant use. 
One of the ways to enhance the validity of 
percussion of the heart borders is to think of 
the heart as if it were being fluoroscoped, try- 
ing to visualize the changes in position of the 
heart with respiration and listening especially 
to the blows which coincide with the height 
of inspiration. Furthermore, to make the heart 
as small as possible, the patient should be in 
an upright position, just as though an x-ray 
were to be taken. An infant is properly held 
by a parent or nurse facing the percussor. An 
older child sits on the examining table, with 
his feet hanging down and with his arms back 
of him in a “tripod position,” or he may stand 
in front of the examiner. It is essential that the 
finger is laid on the chest parallel to rather 
than perpendicular to the heart border. 

Auscultation—Rate and rhythm are noted 
first. In infants, supraventricular tachycardia 
is a common and important arrhythmia. It 
should be diagnosed when the heart rate is 
found to be 200 or more in the absence of 
fever or severe anemia. If either of the latter 
is present, it must be corrected before this 
diagnosis is accepted. 

When premature contractions are heard, the 
effect of exercise on their frequency should be 
checked; benign premature contractions usu- 
ally become less frequent during exercise. 

Close attention must be paid to the heart 
sounds. A very loud pulmonic second sound is 
strongly suggestive of pulmonary hyperten- 
sion. It may be maximal considerably to the 
left of the pulmonic area, which suggests a 
marked dilatation of the pulmonary artery 
unless there is evidence of mediastinal shift. 
In cases of partial transposition, the aorta may 
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arise anteriorly or to the left, so that the pul- 
mon: second sound is actually not the sound 
whic: is heard. Wide splitting of the pulmonic 
second sound suggests abnormal asynchro- 
nism of the ventricles, as one sees in bundle- 
bran h block, a common finding in atrial sep- 
tal defect. Absence of the pulmonic second 
sound is strong evidence of pulmonic stenosis, 
especially when it accompanies an accentuated 
pulmonic first sound. Many cases of pulmonic 
stenosis do have a second sound at the pul- 
monic area. This may be the aortic valve 
closure sound; if so, the absence of the nor- 
mal slight splitting may suggest that only one 
valve is being heard. On the other hand, some 
stenotic pulmonic valves still have sufficient 
elasticity to produce a closure sound, so that 
even a split pulmonic second sound does not 
rule out pulmonic stenosis. 

Accentuation of the mitral first sound is 
commonly found in well-established mitral ste- 
nosis as well as in many congenital lesions 
with excessive blood flow, while a “‘mushy,” 
quiet or faint first sound at the apex may be 
correlated with myocarditis or myocardial 
weakness of other origin. 

Gallop rhythm is highly correlated with the 
enlarged, failing heart, while the same sound 
heard at a slower rate may be a physiologic 
third heart sound. Generally, the gallop rhythm 
with considerable accent on the diastolic gal- 
lop sound and relatively quiet first and second 
heart sounds is the one which is most likely 
of a pathologic nature. 

The identification of murmurs depends 
chiefly on their timing and point of maximal 
intensity. Figure 4 shows the point or points 
at which the more common organic murmurs 
are heard best. For some lesions only one point 
is shown, while for others, the location of the 
point of maximal intensity of the murmur 
varies sufficiently to give as many as four 
possible loci. 

The loud systolic murmur of pulmonic ste- 
nosis (figure 4, number 1) is usually maximal 
at the second and third left interspaces. Char- 
acteristically, it is crescendo-decrescendo in 
contrast to the more sustained intensity of the 
other loud systolic murmur which may be 
heard here, namely, that of ventricular septal 
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FIGURE 4. Points of maximal intensity of common organic 
murmurs, showing the timing and the lesion. 

. Systolic; valvular pulmonic stenosis. 

. Systolic; atrial septal defect. 

. Continuous; patent ductus arteriosus. 
. Diastolic; pulmonic insufficiency. 

. Diastolic; aortic insufficiency. 

6. Systolic; ventricular septal defect. 

. Systolic; aortic stenosis. 

8. Systolic; mitral insufficiency. 

9. Diastolic; nonspecific. 

10. Diastolic; mitral stenosis. 
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defect. The murmur of pulmonic stenosis is 
transmitted to both axillae. It may be quite 
loud just beneath the left clavicle. 

The murmur of ventricular septal defect 
(figure 4, number 6) is classically a loud sys- 
tolic murmur maximal in the third or fourth 
interspace but transmitted to the interscapu- 
lar area and to the right of the sternum. How- 
ever, it may be maximal at the pulmonic area 
or halfway between the sternal border and 
apex. All ventricular septal defects do not 
have a loud murmur; indeed, a few of them 
have no murmur. There is no predictable rela- 
tionship between the intensity of the murmur 
and the size of the defect. 

The murmur of atrial septal defect is com- 
monly heard at the pulmonic area (figure 4, 
number 2). This murmur tends to be soft. 
short in duration, and variable, resembling a 
functional murmur more than an organic mur- 
mur. Similar to functional murmurs at this 
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point, it is caused by turbulent flow through 
the pulmonary artery. 

Patent ductus arteriosus is strongly sug- 
gested by continuation of a systolic murmur 
at the pulmonic area even slightly beyond the 
second sound (figure 4, number 3). This le- 
sion may not cause a murmur which is con- 
tinuous throughout the cardiac cycle until the 
child is six or seven years of age. The classic 
murmur of patent ductus arteriosus has a late 
systolic accentuation and a superimposed 
loud pulmonic second sound. On auscultation 
alone, several other lesions with murmurs 
which may continue from systole into or 
through diastole may be confused with patent 
ductus. Among these are: anomalous connec- 
tion of a common pulmonary vein to the left 
superior vena cava, coarctation of the aorta, 
stenosis of the pulmonary artery (main or 
branch), aortic-pulmonary septal defect, rup- 
tured aneurysm of aortic sinus, pulmonary 
arteriovenous fistula, systemic arteriovenous 
fistula in the chest wall or vertebrae, fistula 
between coronary artery and right ventricular 
chamber, and the various natural systemic- 
pulmonary collateral anastomotic arteries 
found in cyanotic malformations as well as in 
the Blalock-Taussig or in the Potts-Smith-Gib- 
son anastomoses. 

Venous hum, the most common noise to be 
confused with the murmur of patent ductus 
arteriosus, is a normal finding in many pa- 
tients examined in the upright position, either 
sitting or standing. It is imperceptible or mark- 
edly lessened by the patient’s changing posi- 
tion, turning his head, or by compressing the 
neck veins. The murmur of regurgitation 
through the pulmonary valve under low or 
normal pulmonary artery pressure may super- 
ficially resemble that of patent ductus. It is a 
low-pitched diastolic murmur following a sys- 
tolic murmur by a short but definite interval 
in which the pulmonic second sound is either 
single or split and is not very loud. The pul- 
monic second sound may be absent, so that the 
interval is quiet. Usually such regurgitation 
occurs through a moderately stenotic valve 
which cannot close completely. It may occur 
when the valve ring is widely dilated as in 
atrial septal defect. Finally, there is a tenden- 
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cy to diagnose patent ductus when one hears 
the murmur of aortic insufficiency or pulmonic 
insufficiency with high pulmonary artery pres- 
sure. In either of these conditions, there may 
be a systolic murmur due to an associated le- 
sion; then, after a pause in which a loud sec- 
ond sound is heard, the high-pitched diastolic 
murmur occurs. 

The murmur of aortic stenosis (figure 4, 
number 7) is maximal to the right of the up- 
per sternum and is well transmitted to the 
neck. In severe cases of this lesion, especially 
in infancy, absence of the characteristic mur- 
mur is not uncommon. 

Mitral regurgitation (figure 4, number 8) 
is strongly suggested by a systolic murmur 
maximal at the apex and transmitted to the 
left axilla. This murmur may be very soft and 
only heard in the left lateral decubitus dur- 
ing complete expiration, yet it is sustained 
throughout systole. Functional murmurs at this 
location are usually rougher and are shorter 
in duration. On the other hand, the murmur 
of mitral insufficiency also may be very loud 
and rough at times and may have a very high- 
pitched or even “sea gull” overtone. The sus- 
tained duration, apical maximal intensity, and 
left axillary transmission are the most unvary- 
ing criteria for diagnosing mitral insufficien- 
cy. The murmur of mitral insufficiency may 
be present as a result of either congenital or 
rheumatic disease of the valve or dilatation of 
the valve ring which is associated with cardiac 
dilatation. 

The diastolic murmurs at the apex are di- 
vided into three general categories: (1) trans- 
mission of diastolic murmurs from the aortic 
or pulmonic areas, which can be identified by 
tracing them to their point of maximal inten- 
sity; (2) the mid-diastolic low-pitched murmur 
(figure 4, number 9), which does not imply 
definite mitral stenosis but which is present in 
early mitral valvulitis and in many congeni- 
tal lesions with left to right shunt, including 
atrial septal defect, ventricular septal defect, 
patent ductus arteriosus, and anomalous pul- 
monary venous return to the right atrium: 
and (3) the crescendo presystolic rumble of 
well-developed mitral stenosis (figure 4, num- 


ber 10). 
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T'e usual criteria for functional murmur 
are ell known: The murmur is systolic, with- 
out thrill; it varies widely in intensity with 
changes in position and respiratory cycle and, 
if it 1s at all loud, the quality is rough, musical 
or similar to the twang of a bass string. The 
murmur is usually well localized. These cri- 
teria often do not yield a clear-cut answer. For 
exaniple, some functional murmurs may be 
rather loud; if so, it is quite natural that they 
be well transmitted. How far such question- 
able murmurs are pursued is usually decided 
by such extraneous factors as the physician’s 
own personality, his evaluation of the impact 
of his concern on the family, the concern dis- 
played by previous physicians, and the likeli- 
hood that another physician will see the pa- 
tient and consider the murmur significant. 

Other than murmurs, there are adventitious 
sounds over the heart. The to-and-fro rough 
sound of the friction rub is well known. Extra- 
cardiac noises are sometimes heard and may 
be strikingly loud. These noises usually seem 
to be a little out of time with the heart sounds: 
often they are short, sharp squawks or honks 
which start just at the end of systole and pass 
through the second sound into the beginning 
of diastole. Most of them are cardiorespira- 
tory in origin, as can be shown by variation 
in intensity and quality with the respiratory 
cycle. Occasionally, their origin in a branch 
of the bronchial tree can be established by 
duplicating the squawking noise as a rhonchus 
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by having the patient exhale deeply and rapid- 
ly with mouth and glottis wide open. 


Blood Pressure Determination 


Determination of the blood pressure is an 
essential part of evaluating the circulatory 
system. The auscultatory method is preferred, 
as it is most accurate and gives both systolic 
and diastolic readings. When clear-cut sounds 
cannot be obtained the method of palpation 
is useful for systolic pressure. The flush meth- 
od gives an approximate mean pressure and 
is easily performed on the smallest infants, on 
whom the other methods are most difficult. 
The cuff is applied but not inflated. The skin 
of the hand or foot is then manually squeezed 
or bandaged until it is quite blanched. The 
cuff then is inflated above systolic pressure. 
After the blanched hand or foot has been un- 
bandaged and exposed to view, the cuff pres- 
sure is slowly lowered. The blood pressure is 
read at the point at which the color suddenly 
returns to the skin. 
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Unprecedented long-term administration of drugs has increased the incidence oj 
iatrogenic disease. Peptic ulcer may result from adrenocorticoid and phenyl- 
butazone therapy. Aspirin may produce gastroduodenal irritation. Rauwolfia 
alkaloids stimulate gastric acid secretion. Acute staphylococcal enterocolitis, 
overgrowth of Candida albicans, and anorectal inflammation are occasionally 
associated with use of antibiotics. 


latrogenic Diseases of the 
Gastrointestinal Tract 
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Batrocenic disease is of growing concern 
in all branches of medicine. Its increase in 
recent years is in large measure a result of 
long strides in therapeutics. Fundamental re- 
search and improved quantitative technics in 
the fields of chemistry, basic medical sciences 
and clinical medicine have made available 
numerous potent drugs. Clinical impression 
and intuition have given ground to quantita- 
tive and objective evaluation of drug action, 
and physicians justifiably have more confi- 
dence in the action of many drugs and use 
them aggressively. Availability of agents that 
favorably affect the course of many chronic 
diseases has led to long-term administration 
of drugs on a scale without precedent. This 
prolonged use sometimes leads to the appear- 
ance of serious adverse effects. 

In many instances, with the aid of the 
chemist and pharmacologist, some undesir- 
able effects may be “bred” out of the mole- 
cule, a process that recalls Ehrlich’s pioneer- 
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ing studies with arsenicals and one that has 
now been witnessed repeatedly (antimalarials. 
sulfonamides, phenothiazines, adrenal ste- 
roids). Often, however, the adverse reaction 
appears to be an extension, adjunct or com- 
plication of the therapeutic action and thus 
not subject to elimination by alteration of 
molecular configuration. 

Many drugs are associated with minor 
troublesome side effects at the beginning of 
therapy but soon are well tolerated. In return 
for benefit of the underlying condition the 
patient and the physician accept some minor 
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un} :ecasant effects, even more or less persistent 
one-. Of real concern is the fact that treat- 
me! with some of the most useful agents 
occ:sionally is attended by the appearance of 
an -ntirely new malady, often more serious 
thar the original illness. In many instances 
the-» adverse effects appear suddenly and un- 
expectedly and sometimes they terminate 
fatally. In employing these drugs the physi- 
cian must weigh the probable therapeutic 
benefit against the hazard of iatrogenic dis- 
ease and be alert to its earliest manifestations. 

We shall discuss some of the important 
iatrogenic diseases arising in the stomach and 
intestinal tract. Omitted are the many and 
important drug-induced afflictions of the liver 
and oral cavity as well as the several interest- 
ing and stubborn gastrointestinal disorders 
which result from various common surgical 
procedures. 


Peptic Ulcer and Adrenocortical 
Hormones 


The formation of peptic ulcer or the re- 
currence or activation of a pre-existing ulcer 
may accompany the use of ACTH, cortisone, 
hydrocortisone, prednisone or prednisolone. 
These ulcers, in either the stomach or the 
duodenum, are entirely asymptomatic in a 
high proportion of cases and may progress 
unsuspected until perforation or massive hem- 
orrhage supervenes. The frequent develop- 
ment of dyspepsia and ulcerlike symptoms 
during steroid therapy, in the absence of 
demonstrable ulcer, further confuses the clini- 
cal picture. Thus the presumptive clinical 
diagnosis of peptic ulcer during treatment 
with these agents is notoriously unreliable. 

Mechanism—The mechanism of the pro- 
duction of ulcer by adrenal steroid therapy 
is not yet clear. Recent articles have reviewed 
the available evidence and some current views 
on the matter.''? Patients with endogenous 
hyperadrenocorticism (Cushing’s syndrome ) 
have been found to have increased uropepsin 
(urine pepsinogen) excretion, but peptic ulcer 
has not been reported to be a common fea- 
ture. In subjects with normal adrenal function 
the administration of ACTH or adrenal ste- 
roids usually causes a modest increase in acid 
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and pepsin production, but the magnitude and 
inconstancy of the increased secretion appear 
inadequate to satisfy fully the clinical fre- 
quency of dyspepsia and ulcer. In Addison’s 
disease peptic ulcer is extremely rare. Gastric 
acid, pepsin production and uropepsin excre- 
tion are reported to be low and are restored 
to higher, more normal levels as a result of 
cortisone replacement therapy. One author' 
reported the development of chronic peptic 
ulcer in seven patients with Addison’s disease 
who were treated with cortisone, 12.5 to 25 
mg. daily; and in an eighth case, in which the 
patient received 37.5 mg. per day, massive 
fatal hemorrhage from an ulcer occurred. 

In normal subjects, large doses of ACTH 
(100 to 160 units daily) for three to four 
weeks are necessary to elevate acid-pepsin 
production significantly. Short-term adminis- 
tration of corticotropin or glucocorticoids for 
3 to 10 days increased the acid and pepsin 
in only four of 17 subjects.’ This is in con- 
trast to the long-recognized occasional appear- 
ance of acute peptic ulcer in man within a 
few days following the stress of a major surgi- 
cal procedure or severe trauma; the same has 
been observed in experimental animals. Of 


interest are the 14 cases described by Streeten 


and Pollard,’ in which peptic ulcers apparent- 
ly developed within the first week of steroid 
therapy, eight in the first three days. How- 
ever, most reports indicate that the risk of 
ulcer increases with the duration of treatment 
and dosage of steroid. 

The following conclusions may be drawn 
from available experimental and clinical re- 
ports. Acid-pepsin production increases in a 
number of patients on long-term steroid ther- 
apy. The increase is most notable during pe- 
riods of basal secretion, especially at night. 
Vagotomy does not appear to prevent the 
gastric secretagogue action of adrenocorti- 
coids. The effect of these hormones on gastric 
acid and pepsin production varies consider- 
ably. Their ulcerogenic action probably is not 
explainable simply by an increase in gastric 
secretion. 

Little is known of the effect of these com- 
pounds on gastric mucus and its protective 
function against peptic digestion, although it 
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has been reported that the viscosity of gastric 
juice decreases. It is reasonable to assume that 
these adrenal hormones may have some direct 
tissue effect rendering the gastrointestinal 
mucosa more susceptible to peptic ulceration. 
Ulcers associated with steroid therapy have 
been predominantly duodenal, although gas- 
tric ulcers, erosions, gastritis and duodenitis 
have been observed. The ulcers do not differ 
from spontaneous peptic ulcerations in loca- 
tion or size or most gross features but often 
do show considerably less inflammatory re- 
action, cellular infiltration, fibrosis and edema. 
(This might partly account for the absence 
of symptoms in so many cases.) The impor- 
tance of ample available protein in the healing 
of peptic ulcer is well known. Surely detri- 
mental, then, is the protein-catabolic effect of 
the anti-inflammatory glucocorticoids. 

It is not yet known whether the ulcerogenic 
properties of the presently available steroid 
hormones can be modified by minor molecu- 
lar changes without attenuation of the desir- 
able anti-inflammatory action. The elimination 
of the sodium-retaining action of cortisone 
was brilliantly accomplished by modification 
of its molecule to prednisone. It seems doubt- 
ful that the ulcerogenic properties can be 
similarly eliminated and the anti-inflamma- 
tory action preserved, as the latter probably 
is largely responsible for the former. 

Resistance to ulcer formation may be re- 
lated to rapid healing of minor digestive ero- 
sions and small abrasions, which may be more 
common and repeated occurrences in normal 
persons than we suppose. It is now recognized 
that the cells lining the gastrointestinal tract 
replace themselves more rapidly than any 
others in the body and are entirely renewed 
every few days. In a sense, then, this mucosa 
normally is in a constant state of rapid repair, 
and this doubtless is accelerated locally by 
any erosion or other inflammatory process. 
Agents such as adrenal steroids with non- 
specific anti-inflammatory properties, which 
are known to impair healing, probably involve 
inherent risk of the development of peptic 
ulceration. 

While ACTH is ulcerogenic, corticosteroids 
administered by mouth may be even more so, 


16 


although there are no studies specifically ad- 
dressed to this question. It is known that small 
amounts of steroid applied locally impair the 
formation of granulation tissue and normal 
repair of wounds to a much greater degree 
than do relatively large parenteral doses. How- 
ever, little is known of the relative importance 
of the local role of ingested steroid on the 
adjacent gastric and intestinal mucosa as op- 
posed to the systemic supply of the absorbed 
hormone to the mucosa by way of the circu- 
lating blood. Possibly the use of an enteric- 
coated tablet may afford some protection, but 
the desirability of such a preparation is at 
present theoretical. 

Despite the reasoning that the ulcerogenic 
property may necessarily parallel the thera- 
peutically useful anti-inflammatory action, 
some observers' believe that cortisone causes 
fewer ulcers than comparable clinically effec- 
tive doses of prednisone or prednisolone. A 
notably reduced incidence of ulcer has been 
claimed for a recently introduced anti-inflam- 
matory steroid, triamcinolone (9 alpha-fluoro- 
16 alpha-hydroxy-prednisone), which, like 
prednisone, appears to have no sodium-retain- 
ing effect. Reports of further clinical studies 
with this compound will be awaited with great 
interest. 

Incidence—It is difficult to determine the 
incidence of development of peptic ulcer dur- 
ing steroid therapy. In any large series some 
patients will have active, quiescent or healed 
ulcers prior to such therapy, and these situa- 
tions may or may not be recognized at the 
beginning of hormone treatment. Also one 
must consider the “natural” spontaneous rate 
of development of new ulcers. Even in the 
absence of steroid therapy this natural occur- 
rence rate is said to be increased in the pres- 
ence of certain of the diseases which often are 
treated with steroids, including polyarteritis 
nodosa, rheumatoid arthritis’ and ulcerative 
colitis. 

Large doses and prolonged treatment in- 
crease the likelihood of iatrogenic ulcer, and 
one may expect unstated differences in the 
vigor of antacid countertherapy to affect the 
incidence of ulcer in various series. Concur- 
rent medication, prescribed or unsanctioned, 
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wit!) salicylates or phenylbutazone would al- 
mo-t certainly increase the rate of ulcer de- 
velopment (vide infra). The use of these drugs 
during steroid therapy may be a greater con- 
tributory factor in the occurrence of “steroid 
ulcer” than is generally recognized. 

l!rom his review of the literature, Gray’ 
stated that the incidence of ulcer production 
in patients being treated with adrenal steroids 
is approximately 7 per cent, ranging from 1.2 
to 17.5 per cent in different series. He com- 
pared these figures with an annual incidence 
of spontaneous development of ulcer in the 
general population of 0.15 to 0.38 per cent. 
Kirsner,” who also reviewed this problem, said 
that the average reported occurrence of peptic 
ulcer during steroid therapy is about 5 per 
cent. He estimated the natural incidence in 
the general population to be considerably 
greater than that stated by Gray. It is doubt- 
ful that any of the published figures adequate- 
ly represent all the ulcers developing during 
therapy. Their asymptomatic nature would 
suggest that many are undetected. All author- 
ities agree that the incidence of associated per- 
foration and hemorrhage appears unusually 
high (27.7 and 33.8 per cent, respectively ) .' 

A number of workers have reported series 
of cases in which patients have received long- 
term steroid therapy and the incidence of 
newly recognized ulcers has been relatively 
low. In 79 patients given only ACTH, three 
ulcers were reported.® In 153 patients with 
asthma treated for various prolonged periods 
with cortisone, only two ulcers developed. In 
a group of 180 patients with ulcerative colitis 
given long-term treatment with ACTH or adre- 
nal steroids, duodenal ulcer developed in only 
one.” In 132 cases of rheumatoid arthritis in 
which the patients were given prednisone for 
3 to 18 months there were only two cases of 
recognized new ulcer and one activation of 
a pre-existing ulcer.‘ 

In contrast, other observers have noted a 
much more alarming rate of ulcer formation. 
Peptic ulcer developed in 18 of 68 patients 
with rheumatoid arthritis treated continuously 
for four years with adrenal steroids.* In an- 
other series of 156 patients with rheumatoid 
arthritis treated for 4 to 14 months with pred- 
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nisone (average daily maintenance dose, about 
10 mg.), peptic ulcer developed in 12 cases; 
perforation occurred in two cases, and severe 
hemorrhage in three, and in one case the hem- 
orrhage was fatal.° 

A report from Bellevue Hospital stated that 
in the presteroid era 90 per cent of 270 pa- 
tients with pemphigus died of the disease. In 
a later series of 52 patients treated first with 
20 to 40 mg. of prednisone for a few weeks 
and then maintained on 15 to 20 mg., there 
were 21 deaths, nine attributed to peptic ulcer 
with perforation or hemorrhage, even though 
antacids were prescribed routinely.’® 

Despite the development of ulcer and even 
the supervention of perforation or hemor- 
rhage, many authors have noted that the ulcers 
often healed even though steroid therapy was 
not interrupted or was resumed. It seems like- 
ly that the more vigorous antiulcer regimen 
that was accompanied by healing would, in 
many instances, have prevented the ulcer. In 
emphasizing the frequently silent nature of 
steroid-induced ulcers, one clinic has routine- 
ly made roentgenologic examinations of the 
upper gastrointestinal tract at regular inter- 
vals in order to detect ulcer and to institute 
more vigorous antacid, dietary and anticho- 
linergic therapy. 

Apparently the development of peptic ulcer 
during steroid therapy is less likely in children 
than it is in adults, even with relatively large 
doses of adrenocorticoids and even when sali- 
cylates are given concurrently, as in acute 
rheumatic fever. Nevertheless one must not 
overlook the possibility of this complication 
in this age group. 

Precautions—Adrenocorticoid therapy is 
undertaken only with due consideration of the 
risks, prominent among them peptic ulcer. 
Obviously the physician is more reluctant to 
give these agents if the patient has a history 
of ulcer. Often, however, grave diseases such 
as pemphigus, disseminated lupus erythemato- 
sus and polyarteritis nodosa can be treated 
successfully in no other way and steroid medi- 
cation cannot be withheld. We need not em- 
phasize that in the long-term treatment of 
diseases like rheumatoid arthritis the main- 
tenance dose should, as a general rule, be 
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gradually reduced to the lowest one that will 
suppress symptoms adequately. By “‘adequate- 
ly” we mean something less than optimal or 
complete suppression. The relatively much 
larger dose frequently necessary to achieve 
maximal suppression in rheumatoid arthritis 
usually is not worth the added price in adverse 
effects. Kern and associates” recently empha- 
sized that the risk of peptic ulcer rises abrupt- 
ly with increasing doses of steroid. 

The policy of using the lowest possible dose 
is not generally applicable to all steroid-treat- 
able diseases. In some acute, self-limited situ- 
ations, such as serum sickness and acute rheu- 
matic fever, the recommended doses of steroids 
are often far in excess of those necessary to 
relieve overt symptoms. This is for the pur- 
pose of suppressing an occult but serious path- 
ologic process which may have disproportion- 
ately mild symptoms. 

Antiulcer therapy as prophylaxis should be 
routine for all patients on long-term treatment 
with ACTH, cortisone, prednisone or their 
physiologic analogues. An antacid such as 
aluminum hydroxide, magnesium oxide or 
hydroxide, or magnesium trisilicate or various 
combinations thereof should be given as the 
gel in an amount of at least % oz. four times 
a day, about one and a half to two hours after 
meals and at bedtime. Dyspeptic symptoms 
may dictate different dosage schedules. Noc- 
turnal administration is indicated for patients 
with a history of ulcer and for those who have 
dyspepsia. If an ulcer develops during steroid 
therapy and the physician deems it inadvis- 
able to discontinue such treatment, antacid 
medication two or three times during the night 
is necessary until healing takes place. 

The constipating effect of antacid medica- 
tion may necessitate the concomitant use of a 
laxative. The possible aid and desirability of 
anticholinergic drugs in the prevention of ste- 
roid-induced ulcer are not established. Studies 
of their effect on gastric secretion during ste- 
roid therapy are as yet inadequate. The fact 
that the gastric secretagogue effect of adrenal 
steroids is not mediated by the vagus nerve 
does not necessarily mean anticholinergic 
drugs are ineffective in blocking the action of 
these hormones on acid-pepsin production by 
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the gastric mucosa. Of special interest is the 
warning of Roth, Wechsler and Bockus"’ that 
anticholinergic action may prevent pain and 
make the symptoms of active ulcers mild or 
absent. In their patients (not receiving ste- 
roids) they found that this false sense of se- 
curity sometimes masked inadequate treatment 
of ulcer and was associated with an unduly 
high incidence of unexpected perforation or 
hemorrhage. Because steroid-associated ulcers 
inherently are so often nearly silent, it is pos- 
sible that the antispasmodic action of prophy- 
lactically administered anticholinergic agents 
could further obscure recognition of ulcer. 

Any patient in whom dyspepsia or ulcer- 
type distress develops during steroid medica- 
tion should receive more intense antacid 
medication, dietary modifications, and an 
X-ray examination of the upper gastrointesti- 
nal tract. Some physicians, ourselves included, 
recommend occasional testing of the stools 
for occult blood in all patients on long-term 
adrenocorticoid therapy, especially when rela- 
tively large doses are given. 


Gastroduodenal Irritation and 
Salicylates 


Pyrosis and epigastric distress have long 
been recognized as frequent accompaniments 
of the ingestion of aspirin, but only relatively 
recently has attention been focused on the 
fact that this common remedy, hardly con- 
sidered a “drug” by most people, may pro- 
voke real trouble. Recent reviews*'*'* have 
detailed the deleterious effects of aspirin on 
the mucosa of the upper gastrointestinal tract. 
In man and experimental animals, it has been 
found that ingestion of aspirin causes in- 
creased secretion of gastric acid and areas of 
superficial erosion and small hemorrhages in 
a significant percentage of cases. An impor- 
tant early paper on this subject was that of 
Douthwaite and Lintott,"* who by gastroscopy 
demonstrated injection and erosion of the 
gastric mucosa around swallowed particles of 
aspirin in 13 of 16 human subjects although 
the aspirin was thoroughly crushed with water 
before administration. In a more recent study 
of human subjects'” with a Levin tube in place 
the ingestion of 0.6 gm. of aspirin resulted 
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in he appearance of gross blood in the as- 
pir:ted gastric juice in six of 16 cases. In the 
sare subjects, bleeding did not occur when 
a } acebo was given or when aspirin was ad- 
mi:.istered with 0.12 gm. of magnesium oxide. 
ange’’ followed the conversion from nega- 
tiv. to positive in daily benzidine tests of the 
stool for occult blood in a relatively large 
nuuiber of patients receiving salicylates in 


various forms and at various times. He found 
that even with the most soluble and easily 
dispersed salicylic acid preparations it is not 
possible to avoid irritating the gastric mucosa 
to the extent of causing occult bleeding. The 
irritation was judged to be a rather general 
phenomenon, not necessarily restricted to a 
few hypersensitive persons or to those who 
noticed gastric discomfort. A high incidence 
of occult blood in the stool was found among 
patients who had been on long-term aspirin 
medication and also in subjects with previous- 
ly negative tests who were started on the drug. 
Significantly, Lange found that if aspirin was 
taken with meals the frequency of occult blood 
in the stools was reduced markedly, confirm- 
ing the well-known protective effect of food 
against irritation and gastric distress often 
caused by this agent. 

Precautions—A number of reports have re- 
lated the onset of massive hemorrhage from 
existing peptic ulcers to aspirin. In patients 
with dyspepsia or known ulcer and in those 
receiving corticosteroid medication, salicyl- 
ates are more likely to be hazardous. To avoid 
as far as possible the lingering of salicylate 
particles in the folds of the stomach mucosa, 
the drug should not be taken on an empty 
stomach. Taking the aspirin with meals or a 
glass of milk or with antacid affords consider- 
able protection. Most physicians do not ap- 
pear to be enthusiastic about enteric-coated 
tablets because of the apparent difficulties in- 
volved in development of a suitable coating 
that can be counted on to obviate gastroin- 
testinal irritation and yet yield consistent ab- 
sorption of the drug. 


Other Upper Gastrointestinal Irritants 


Other compounds are associated with risk 
of peptic ulcer development or exacerbation. 
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Prominent among these are cinchophen, which 
is rarely used now, and phenylbutazone. The 
latter compound still is used in a considerable 
number of cases, but in addition to its ulcer- 
producing effect it is hazardous by virtue of 
other serious toxic effects. 


Gastric Secretion, Reser pine and 


Rauwolfia Alkaloids 


Considerable study recently has been di- 
rected to the effect of reserpine and Rauwolfia 
alkaloids on gastric secretion. Schneider and 
Clark’® found that 1 mg. of reserpine given 
intravenously to normal subjects produced a 
prompt and prolonged rise in hydrogen ion 
concentration in aspirated gastric juice. This 
effect was not blocked by atropine, methan- 
theline bromide (BANTHINE®) or vagotomy. 
When 1 mg. of reserpine or 200 mg. of Rau- 
wolfia serpentina was given orally to normal 
volunteers each day for two weeks, significant 
alterations in gastric acid secretion or urine 
uropepsin excretion were not noted. When 
the oral dose of reserpine was increased to 
2.5 mg. daily, definite hypersecretion of acid 
was found. A number of published reports 
have related the activation of peptic ulcer or 
hemorrhage to medication with these drugs, 
usually in doses greater than 1 mg. per day. 
In amounts less than this, increased gastric 
secretion probably is uncommon. Neverthe- 
less, some patients may be more susceptible 
than average volunteer subjects to this stimu- 
lating effect of Rauwolfia alkaloids on gastric 
secretion. 


Intestinal Complications of 
Antibiotic Therapy 


Because antibiotics are among the most ef- 
fective and widely used agents in all fields of 
medical practice, understanding of their trou- 
blesome as well as the serious complications 
is of great importance. Prominent among these 
adverse reactions are those affecting the gas- 
trointestinal tract. Anorexia, nausea and vom- 
iting are not common side effects of these 
drugs, are usually transitory, and can be 
largely avoided by giving the drugs with 
meals or milk. Antibiotics administered orally 


frequently produce soft, bulky stools, often 
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pasty in consistency. Occasionally gross mucus 
is noted. Patients may have two to four or five 
such soft stools a day instead of the usual one 
or two. These changes may be noted a day 
or two after beginning treatment with these 
drugs and may persist or recur intermittently 
during the course of therapy. It is quite com- 
mon for a stool occasionally to be loose enough 
to be called diarrheal by the patient. If it is 
not profusely watery, if other new symptoms 
have not appeared, and if it is followed by 
a more nearly formed stool, there usually is 
no cause for concern. Penicillin is less likely 
to cause these minor intestinal symptoms than 
are broad-spectrum antibiotics. Tetracycline 
is said to be associated with fewer complaints 
than chlortetracycline or oxytetracycline. 

The exact cause of these relatively minor 
changes in stools and in bowel function is 
unknown but they are thought to be due at 
least in part to a direct irritant effect of the 
antibiotic on the intestinal mucosa. The im- 
portance of these common symptoms resides 
in the fact that they must be distinguished 
from the diarrhea often marking the onset of 
acute fulminating staphylococcal enterocolitis, 
sometimes referred to as acute pseudomem- 
branous enterocolitis or “antibiotic choleri- 
form syndrome.” This condition, although 
relatively uncommon except in certain clinical 
settings, must be recognized very promptly 
and treated vigorously in order to avoid a 
fatal outcome. 


Acute Staphylococcal Enterocolitis 


To understand the pathogenesis of this im- 
portant and feared complication and the basis 
for preventive as well as therapeutic measures, 
one must keep in mind the ecologic aspects of 
the intestinal flora before and during anti- 
biotic therapy. The prolific mixed microbial 
organisms normally growing in the distal small 
bowel and colon compete for the abundant 
nutrients. Being the normal flora of well per- 
sons, by far the great bulk of these organisms 
are nonpathogenic in the intestinal tract. 
Staphylococci, usually absent, may be present 
in small numbers as nonpathogenic strains. 
Sometimes, pathogenic and coagulase-positive 
strains are found, but normally their presence 
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is harmless, often transient, and largely sapro- 
phytic due to their limited ability to multiply 
in competition for nutrients with the several 
varieties of microorganisms better adapted to 
this environment. Further, the intestinal mu- 
cosa is highly resistant to invasion by micro- 
organisms and in most instances to damage 
from products of those which multiply in the 
lumen. 

When an antibiotic is administered, the 
susceptible members of this vast bacterial 
population are eliminated, leaving any resist- 
ant organisms free to multiply in great pro- 
fusion. When penicillin with its limited spec- 
trum of activity is administered parenterally, 
the concentrations which diffuse into the in- 
testinal tract kill off the most penicillin-sensi- 
tive organisms leaving a greater or lesser 
variety of nonsensitive organisms to increase 
their numbers. If penicillin is administered 
by mouth, the higher concentration of drug 
usually reaching the distal small bowel and 
colon inhibits a greater population than is the 
case when this agent is given parenterally. 

The greatest suppression of intestinal flora 
occurs when broad-spectrum antibiotics are 
administered, especially orally, or when com- 
binations of antibiotics are used. The lowest 
microbial count usually is reached in 48 to 
72 hours after a course of antibiotic treatment 
is started, and the paucity of bacterial organ- 
isms achieved with some antibiotics or com- 
binations approaches “intestinal sterilization.” 
The duration of this profound reduction in the 
bacterial population varies with the agent or 
agents used and also with the same drugs in 
different persons. Factors involved in the com- 
pleteness and duration of suppression of in- 
testinal flora are the antimicrobial range of 
the antibiotics, the pre-existence of small num- 
bers of resistant organisms, and the introduc- 
tion of resistant organisms after treatment has 
begun. The source of such introduced organ- 
isms may be food, water, fingers or the naso- 
pharynx, which, due to its sharply reduced 
bacterial population that is also antibiotic-in- 
duced, has become a good culture medium for 
any such resistant organisms present in air or 
in the sputum droplets of other persons. 

As is known all too well, the incidence of 
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sta) hylococcic resistance to a given antibiotic 
increases directly with its use. Thus, in areas 
where penicillin and tetracycline have been 
use frequently, there is a very high percent- 
age of staphylococci resistant to these drugs, 
and a lower percentage of strains are resistant 
to more recently introduced or less widely 
use antibiotics. Also, the strains of staphy- 
lococci endemic in hospitals and their per- 
sonnel often are resistant to a greater or lesser 
degree to nearly all the antibiotics commonly 
used in the individual hospital. Many studies 
have shown that the staphylococci growing 
saprophytically as a part of the flora on the 
skin or in the nasopharynx of physicians and 
nurses are much more frequently resistant to 
most common antibiotics than are those in 
the general population. 

The occurrence of enterocolitis, often ful- 
minating and fatal, and associated with pseu- 
domembrane formation, was recognized before 
antibiotics were introduced into clinical medi- 
cine. The condition was extremely rare and 
usually but not always was a complication 
following an abdominal surgical procedure. 
The etiologic mechanism of this condition has 
never been understood, and its relation to 
antibiotic-induced staphylococcal enterocolitis 
is unknown. 

It is now well established that the adminis- 
tration of antibiotics occasionally is associated 
with the development of life-threatening en- 
terocolitis due to overgrowth of resistant 
staphylococci. This syndrome is rarest with 
parenteral or oral penicillin therapy and more 
likely to occur with oral broad-spectrum anti- 
biotics or antibiotic combinations. Newman"‘ 
described the clinical and pathologic features 
in detail. Schindel'® reviewed much of the 
foreign as well as the American literature and 
cited a number of series and reports of cases 
following use of different antibiotics. 

Profuse overgrowth of the stools with 
staphylococci after three or four days of anti- 
biotic therapy is a common finding, especial- 
ly in hospitals. Only in the unusual case does 
enterocolitis develop. Surgalla and Dack’ 
presented evidence that development of this 
clinical syndrome is related to enterotoxin 
production by staphylococci. They pointed 
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out certain similarities between enterocolitis 
induced by antibiotics and the sudden and se- 
vere but transitory diarrhea and vomiting of 
staphylococcal enterotoxin food poisoning. 
Victims of such food poisoning ordinarily re- 
ceive but a single dose of enterotoxin that was 
produced by the organisms in the food prior 
to its ingestion. The large numbers of viable 
staphylococci that may be present do not mul- 
tiply or gain residence in competition with 
the mixed intestinal flora and are not a con- 
tinuing source of enterotoxin. These investi- 
gators found that 30 of the 32 staphylococci 
isolated from cases of enteritis after antibi- 
otic therapy were enterotoxin producers. They 
concluded that a requirement for the devel- 
opment of the syndrome is the establishment 
in the intestinal tract of an antibiotic-resistant, 
enterotoxin-producing Staphylococcus. The 
relative rarity of the syndrome is believed to 
be due to usual overgrowth with antibiotic- 
resistant coliform and other intestinal organ- 
isms or with nonenterotoxigenic staphylococci. 
Not detracting from this etiologic explanation, 
the increased frequency of the disease in cer- 
tain clinical situations suggests other factors 
also may be important. 

Pseudomembranous enterocolitis may de- 
velop in any patient on antibiotic therapy and 
has been reported in infants and children as 
well as adults. It has occurred with fatal out- 
come in ambulant persons being treated for 
trivial respiratory ailments. The syndrome is 
definitely more frequent in antibiotic-treated 
patients who have had an abdominal opera- 
tion, and it is in this group that one must be 
most alert and suspicious of its development. 
Postoperative adynamic ileus may play some 
auxiliary role in its occurrence in this setting. 
In the long-term prophylaxis of rheumatic 
fever with penicillin the risk of staphylococcal 
superinfection of the intestinal tract dimin- 
ishes markedly after coliform organisms re- 
sistant to penicillin reoccupy this site. 

The most common onset of the disease is 
two to eight days after starting antibiotic 
treatment or after adding a new antibiotic 
to the previous regimen. Uncommonly it ap- 
pears later than this; cases have been reported 
in which it did not appear until a day or two 
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after the antibiotic was stopped, and some 
of these cases terminated fatally. Clinically 
the most frequent signal of the onset of this 
malignant enterocolitis is sudden watery diar- 
rhea which may be profuse and almost con- 
tinuous. The watery stools may be flecked or 
streaked with blood or pus, and grayish bits 


or shreds or even large pseudomembranous 
casts may be noted. Because of the intensity 
of the watery diarrhea and the rapid dehydra- 
tion and prostration, some observers have re- 
ferred to this as the “antibiotic choleriform 
syndrome.” However, profuse diarrhea is not 
a constant feature and may be absent, espe- 
cially in patients with pre-existing postopera- 
tive adynamic ileus. 

Changes that should alert the physician to 
the possible onset of this syndrome include a 
number of nonspecific signs such as the sud- 
den development of combinations of the fol- 
lowing: nausea and vomiting; generalized 
abdominal discomfort and distention; dimi- 
nution and disappearance of bowel sounds; 
unexplained elevation of temperature and 
pulse rate; unexplained dehydration and oli- 
guria; rising hematocrit; weakness, confusion 
and prostration; falling blood pressure. Fre- 
quently a shocklike state supervenes and death 
may occur within 24 hours to four or five days 
after onset. Terminally the temperature often 
rises to 106° F. 

A Gram-stained smear of the stools as a 
rule shows abundant staphylococci, and proc- 
toscopic examination often reveals diffuse, 
intense inflammation of the mucosa. However, 
the process may spare the rectosigmoid colon 
primarily. There may be profound and even 
fatal plasma losses of water, electrolytes and 
protein into the intestine with little or no 
diarrhea, and this turn of events can be so 
fulminating that the diagnosis of what has 
transpired may be made only at autopsy. Gen- 
erally, however, if the physician maintains a 
high index of suspicion for this syndrome in 
all untoward turns of events during antibiotic 
therapy the condition usually will be recog- 
nized. In the fatal cases death appears to be 
due to hypovolemic shock resulting from over- 
whelming loss of fluid into the intestine. The 
possible role of a systemic toxemia due to 
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toxins absorbed from the intestine has not 
been established. Some observers believe a 
terminal adrenal insufficiency is a prominent 
factor in the extreme hyperpyrexia, final col- 
lapse and shock. 

Pathologic changes in fatal cases usually 
include gross distention of intestinal loops 
with copious amounts of fluid transudate and 
exudate. Often there is pseudomembrane for- 
mation, which may vary from focal grayish 
plaques to large casts of portions of the small 
bowel or colon. The pseudomembrane may 
consist primarily of muco-epithelial compo- 
nents or may be mucofibrinopurulent. In more 
extreme cases the membrane may consist of 
necrotic epithelium and underlying stroma, 
more or less adherent. Hemorrhagic areas and 
thromboses of the small vessels near the lumen 
are common findings. The pseudomembrane 
may form in a rather segmental and patchy 
fashion, and even the upper small bowel may 
be severely affected. Occasionally there is a 
diffuse phlegmonous type of enterocolitis with- 
out pseudomembrane formation. Especially 
when there was pre-existing paralytic ileus 
and little or no diarrhea, the distal colon and 
rectum may be relatively uninvolved. Edema 
of the bowel wall and cellular infiltration pri- 
marily with mononuclear cells are regular 
findings. Massive invasion of the bowel wall 
by staphylococci does not appear to be com- 
mon. It appears that the bowel wall is injured 
primarily, if not solely, by the toxic products 
(enterotoxin) of the enormous staphylococcal 
population in the lumen. 

Incidence 





The incidence of this grave 
complication of antibiotic therapy is extreme- 
ly difficult to determine. Most of the several 
reports describe one or a few fatal or near- 
fatal cases from an unstated number of pa- 
tients on antibiotic therapy. Also the fre- 
quency of milder or abortive forms of the 
syndrome is unknown. Finland and co- 
workers~’ reported that diarrhea developed in 
41 per cent of 91 patients with pneumonia 
treated with chlortetracycline or oxytetra- 
cycline. Staph. aureus predominated in the 
feces of 18 of the patients who had diarrhea. 
Other authors have noted that in patients who 
had apparently benign diarrhea with a_pri- 
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maiily staphylococcal fecal flora the symp- 
tor.s abated and overgrowth with these or- 
ga: isms was eliminated when an antibiotic 
eff. ctive against the particular staphylococ- 
cal strain was substituted. Because of the rela- 
tively more frequent occurrence of the ful- 
minating, life-threatening syndrome following 
abdominal operations, many observers now 
recommend that if a patient has been receiv- 
ing antibiotics prior to operation a culture of 
intestinal contents should be taken during the 
operation to determine the presence of staphy- 
lococci and their sensitivity to various other 
antibiotics. However, the patient may first ac- 
quire a resistant, enterotoxin-producing strain 
after the operation. 

Speare*' described 23 cases developing fol- 
lowing operation, with fatal outcome in 19. 
A report from the Mayo Clinic* of 71 pa- 
tients given a combination of TERRAMYCIN® 
and neomycin for intestinal antisepsis prior 
to surgical procedures on the bowel described 
eight instances of severe enterocolitis, four 
terminating fatally. At the Antibiotic Sympo- 
sium in Washington, D. C., a survey of a large 
number of cases revealed 107 cases of super- 
infection of all types that were regarded as 
life-threatening.~’ Of these, 99 were cases of 
enterocolitis, and in 74 of these cases staphy- 
lococci were cultured. Eighty-five cases in this 
group were associated with oral administra- 
tion of one or more of the tetracyclines. Fifty- 
nine of the 99 cases of enterocolitis occurred 
following abdominal surgical procedures. The 
mortality rate in cases diagnosed as severe 
enterocolitis was 40 per cent. 

Poth,** in a detailed consideration of in- 
testinal antisepsis prior to bowel operations, 
pointed out the need for persistence of large 
concentrations of nonabsorbable antimi- 
crobial agents in the intestine during the days 
of postoperative ileus. He expressed the belief 
that tetracyclines seem somehow to favor the 
outgrowth of staphylococci even when other 
potent inhibitors are present (although there 
is no experimental proof for this contention ). 
He recommended preoperative use of neomy- 
cin and SULFATHALIDINE® every four hours. 
and postoperative resumption of the same 
doses for a few more days as soon as oral 
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medication is possible. Poth also warned of 
the threatening overgrowth with staphylococci 
that may occur when this medication is 
stopped, and recommended that bacitracin 
alone should then be given orally for two or 
three days, allowing gram-negative enteric 
organisms to become re-established before 
withdrawing this very effective gram-positive 
bactericidal agent. During this period he also 
advocated ingestion of viable Lactobacillus 
preparations. 

Treatment—Acute_ staphylococcal entero- 
colitis often is an explosive syndrome and 
demands the most energetic treatment. The 
antibiotic or antibiotics being administered, 
to which the staphylococci obviously are high- 
ly resistant, should be discontinued. The aims 
of treatment are rapid replacement of the 
profuse losses of water and electrolytes (and 
protein) and prompt suppression of the staphy- 
lococci in the intestine. The syndrome usually 
is so severe and often is characterized by such 
rapid deterioration that one cannot depend 
merely on stopping the previous antibiotic 
with the hope of spontaneous cure by natural 
replacement of the offending organisms with 
a normal mixed flora. Cultures should be taken 
to determine as soon as possible the sensitivity 
of the staphylococci to a variety of other anti- 
biotics. Of course the emergency nature of 
the situation requires immediate administra- 
tion on an empirical basis of new and different 
antibiotics while awaiting sensitivity deter- 
minations. (Often, but not always, the issue 
of survival is pretty well decided before sensi- 
tivity determinations are completed.) Because 
strains of staphylococci resistant to all con- 
ventional antibiotics occur in greater or lesser 
frequency, the new antibiotic is selected with- 
out assurance of sensitivity of the organisms. 
Cases of staphylococcal enterocolitis develop- 
ing during administration of a combination 
of penicillin and streptomycin or one of the 
tetracyclines have been promptly arrested with 
erythromycin. The latter antibiotic is now 
progressively more widely used, and thus a 
greater percentage of commonly encountered 
strains are resistant to it. In New Zealand. 
staphylococcal superinfections were so preva- 
lent in 1956 that authorities there as well as 
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elsewhere urged that erythromycin should not 
be put into general use but should be reserved 
solely for treatment of infection with staphy- 
lococci resistant to other agents.”° 

Other newer antibiotics effective against 
staphylococci may be useful. A recent report 
informatively portrayed the bactericidal and 
bacteriostatic sensitivity of several “typical 
hospital strains” of pathogenic staphylococci 
to a battery of currently available antibiotics.”° 
The use of two or more antibiotics would 
increase the chance of selection of an effec- 
tive agent and in this situation certainly is 
not unreasonable. In the absence of ileus and 
if vomiting is not a prominent feature, or 
has abated, oral antibacterial agents as well as 
parenteral antibiotics are indicated. Neomy- 
cin or bacitracin is effective against most com- 
monly encountered staphylococci, and in usual 
circumstances when given for a few days by 
mouth is absorbed to such a small extent that 
nephrotoxic and other adverse systemic effects 
are not encountered. It is not known wheth- 
er the damaged mucosa seen in enterocolitis 
would ever allow absorption of seriously toxic 
amounts of these agents, but it seems doubtful 
that neomycin in a total dosage of 1.5 gm. a 
day for a few days would lead to enough ab- 
sorption to cause concern. If neomycin or 
bacitracin is used, it would seem especially 
important to combat hypotension and dehy- 
dration fully in order to maintain adequate 
and sufficiently dilute urine flow to minimize 
any nephrotoxicity from such amounts of the 
drugs as may be absorbed. If the organisms 
were sensitive to neomycin, one could expect 
rapid improvement and could then reduce the 
dosage and discontinue the drug. Also to be 
considered is the possible value of oral ad- 
ministration of the poorly absorbable sul- 
fonamides, such as Sulfathalidine and suL- 
FASUXIDINE®, which are bacteriostatic against 
many strains of staphylococci. 

Prompt and adequate replacement of fluid 
and electrolytes is of lifesaving importance. 
Blood transfusions may be indicated. Close 
observation of urine output, hematocrit, pulse 
and blood pressure affords important guides 
to fluid replacement; several liters of saline 
may be required in a 24 to 48 hour period. 
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In the face of prostration and falling blood 
pressure despite apparently adequate fluid 
replacement, intravenous hydrocortisone may 
be of dramatic benefit. 

Precautions—The hazards of antibiotic 
therapy make it clear, as has been repeatedly 
emphasized, that these agents should not be 
used for trivial illnesses. The newer antibiotics 
now effective against most strains of staphy- 
lococci should not be used indiscriminately. 
By holding these newer agents in reserve for 
use specifically against proved staphylococcal 
infections, the rapid appearance of many 
strains resistant to these antibiotics will in 
large measure be prevented, thus preserving 
their effectiveness for cases in which they are 
urgently needed. 

If it were possible to isolate patients re- 
ceiving antibiotic therapy in a manner that 
would prevent their exposure to all exogenous 
strains of staphylococci, the incidence of en- 
terocolitis as well as other staphylococcal 
superinfections doubtless would decrease 
markedly. Of course this ideal is not feasible 
as a routine. Nevertheless in the most sus- 
ceptible group, patients who are receiving 
antibiotics and who undergo abdominal oper- 
ations, a strong case can be made for “re- 
verse precautions” to protect them, as far as 
possible, from exposure to the many strains 
of resistant staphylococci from the numerous 
possible sources in hospitals. Admittedly this 
is a large order, but all practical measures in 
this direction will afford commensurate de- 
grees of protection. 

Another special circumstance is acute “food 
poisoning” of the staphylococcic enterotoxin 
type in a member of the family of a patient 
receiving antibiotic therapy at home. Such a 
member may bring home the organism, ac- 
quired elsewhere, to the great jeopardy of the 
patient receiving the antibiotic. That this situ- 
ation is not just of theoretical concern is illus- 
trated by the unfortunate case reported by 
Newman" of a 23 month old infant receiving 
antibiotics because of upper respiratory in- 
fection. Her previously well twin sister had 
a sudden bout of gastroenteritis and a culture 
revealed Staph. aureus. Soon thereafter, se- 
vere staphylococcal enterocolitis developed in 
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the twin receiving antibiotics, with fatal out- 
come. Whenever this combination of circum- 
stances occurs it is important to advise the 
persons involved of the necessity for hygienic 
measures to prevent access of fecal organisms 
from the food-poisoning patient to the gastro- 
intestinal tract of the patient who is receiving 
antibiotics. 

\ seemingly most desirable method of pre- 
venting overgrowth of staphylococci in the 
intestine would be purposeful oral adminis- 
tration and intestinal establishment of harm- 
less antibiotic-resistant enteric organisms. 
With such organisms, for instance, lactoba- 
cilli, overgrowing and deliberately replacing 
the flora of the antibiotically “sterilized” in- 
testinal tract, there should be a markedly re- 
duced chance for opportunist staphylococci 
passing down the gastrointestinal tract to be- 
come entrenched and multiply in profusion. 
The difficulties with previous approaches based 
on sour milk organisms were that such strains 
usually are not culturally the same lactobacilli 
as those naturally adapted to and regularly 
found in normal human intestinal flora; and 
milk lactobacilli usually are sensitive to the 
commonly used broad-spectrum antibiotics. 
Recently, Gordon and co-workers*’ reported a 
fruitful approach. They isolated a human in- 
testinal strain of lactobacilli (L. acidophilus) 
and made these organisms resistant to all 
commonly used antibiotics. (They did not 
describe the technic of inducing this resist- 
ance.) These organisms were prepared in 
quantity and administered orally in a viable 
state together with an abundance of special 
growth factors required by this natural enteric 
strain. In clinical trials in 66 tetracycline- 
treated cases, alternate subjects received 3 
gm. of this Lactobacillus preparation four 
times a day. Stool cultures demonstrated that 
despite the administration of tetracycline in 
therapeutic doses this preparation of Lacto- 
bacillus was notably effective in establishing 
this organism in the intestinal tract and in 
reducing the frequency and extent of staphy- 
lococcic overgrowth. The stool lactobacilli 
counts remained high after oral administra- 
tion of these organisms was discontinued. The 
preparation, called Enpac, is now commer- 
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cially available in England, and according to 
the manufacturers will soon be distributed in 
the United States. Other clinical investigations 
to determine its value are being conducted 
and the results will be of great interest. 


Other Gastrointestinal Complications 
of Antibiotic Therapy 


Overgrowth with Candida albicans—Y easts 
commonly inhabit the oral cavity naturally 
and frequently find their way into the intesti- 
nal contents but usually do not grow in abun- 
dance there. In many patients on antibiotic 
therapy, especially with the broad-spectrum 
agents, a profound overgrowth of C. albicans 
develops in the gastrointestinal tract within 
a few days. Although this organism ordinarily 
is of very low pathogenicity, during antibiotic 
therapy “thrush” patches are frequent com- 
plications in the mouth and pharynx. Some- 
times lesions have been noted to extend into 
the esophagus, but little is known of the fre- 
quency of mucosal involvement in the stomach 
and bowel. It is well established that in many 
instances, with or without oral moniliasis, 
asymptomatic patients receiving antibiotics 
have tremendous numbers of these organisms 
in the feces, indicating their prolific growth 
in the intestinal lumen. Some of these pa- 
tients have diarrhea, and it has been observed 
to abate in many cases when the antiyeast 
agent MYCOSTATIN® is given. Every year a 
few cases are reported in which the fungus 
developing during antibiotic therapy has af- 
fected the respiratory tract or has become in- 
vasive and heen disseminated by the blood, 
giving rise io generalized moniliasis with ulti- 
mate fatal issue. The role of oral and intestinal 
profuse overgrowth with these organisms as a 
reservoir for these more serious complications 
seems to be one factor in their development. 
That the host factor also is important is illus- 
trated by the fact that most, if not all, cases 
of generalized or serious respiratory moniliasis 
occur in infants, debilitated old persons, or 
persons with pre-existing chronic pulmonary 
disease. 

Overgrowth of C. albicans in the intestinal 
tract appears to be in large measure a replace- 
ment phenomenon similar to staphylococcal 
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superinfection. However, some experimental 
observations” suggest certain antibiotics are 
capable of increasing the growth of this yeast: 
indeed it has been suggested that these agents 


somehow increase its virulence or pathoge- 
nicity. Some observers have thought that a 
relative vitamin B complex deficiency may 
play a role in host susceptibility to Candida; 
other workers have found by in vitro tests 
that these vitamins actually promote the 
growth of this organism.** Therefore it has 
been recommended that vitamin B complex 
be given only parenterally during antibiotic 
therapy. Mycostatin, which is not absorbed 
from the intestine to any appreciable degree, 
has been found in a number of clinical trials 
to be very effective in suppressing intestinal 
overgrowth with these organisms. This agent 
appears to be well tolerated and nontoxic and 
has been reported to exhibit no interference 
with antibacterial action of other antibiotics. 
Strains of Candida resistant to Mycostatin 
have not been reported or successfully in- 
duced in the laboratory. Use of Mycostatin 
prophylactically may be advisable for those 
patients who are the most susceptible to yeast 
superinfection. 

Antibiotic anorectal syndrome—In a con- 
siderable number of patients taking antibi- 
otics, especially oral broad-spectrum ones, 
inflammation of the anus and perianal skin 
develops. It may occur early or late in the 
course of therapy or only several days after 
the drug has been discontinued. Symptoms 
may be mild burning and itching accompa- 
nied by redness and a little edema of the 
anal skin, and may last only a few days. Burn- 
ing and soreness, especially as a result of 
perianal soiling after defecation, are charac- 
teristic. This postantibiotic syndrome thus is 
usually distinguishable from ordinary pruritus 
ani in which itching alone is the complaint. 
In many patients, however, the affliction is 
more severe, with painful anal spasm and in- 
tense burning and involvement of a large 
area of perianal skin with thickening, edema, 
fissures, shallow erosions and _ excoriations. 
The rectal mucosa usually is normal in ap- 
pearance but internal hemorrhoids may be 
inflamed and give rise to symptoms. 
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The cause of this anal inflammation is not 
entirely clear but it appears that the mecha- 
nism in many cases involves a peculiar sensi- 
tivity of the anal skin to some substance newly 
present in the feces as a result of antibiotic 
administration. That this substance is not the 
antibiotic itself is clear from the fact that 
sensitivity may not develop until the drug 
has been stopped and may persist for many 
weeks thereafter. Some observers believe per- 
sistent intestinal overgrowth with C. albicans 
is the important factor in the irritant property 
of feces in this condition and have treated 
it successfully with a course of oral Myco- 
statin. Locally applied ointment containing 
this agent is valueless as the inflammation in 
the skin usually is not due to locally growing 
yeasts. Hydrocortisone ointment often is effec- 
tive. Many patients report that almost any 
other ointment tends to aggravate the condi- 
tion. Frequently the most successful treatment 
involves minimal local trauma from toilet tis- 
sue and careful immediate postdefecation 
cleansing, preferably in a shower or tub bath, 
as the anal skin often is reactive to even slight 
remaining soiling. Patients are assured that 
in time the situation will return to normal and 
the need for such scrupulous care with its in- 
convenience will disappear. 


Miscellaneous Gastrointestinal 
Complications of Drug Therapy 


There is a host of other less severe and 
less common untoward reactions to various 
drugs. Following antibiotic administration. 
steatorrhea has been reported, as has activa- 
tion of Salmonella infection. Use of para- 
aminosalicylic acid is accompanied by the 
same gastric irritation as is aspirin. The anti- 
cholinergic effects of ganglionic blocking 
agents useful in hypertension are rather regu- 
larly associated with constipation and occa- 
sionally with acute gastric atony. Less well 
recognized is the rather rare and puzzling 
colitis and diarrheal syndrome that develops 
in some patients on administration or read- 
ministration of these drugs.*” A number of 
newer drugs useful in Parkinson’s disease 
have powerful anticholinergic action and re- 
sult in constipation. Nausea and vomiting are 
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blesome in the treatment of inoperable 


inoma of the prostate. Barium sulfate for 


gasirointestinal examination, especially when 


go 
gi 


alu 


‘n to patients taking large amounts of 


minum hydroxide without emulsified min- 


eral oil or other laxative, may cause fecal 


impaction or even intestinal obstruction. Con- 


comitant dehydration and _ anticholinergic 


medication 


increase the likelihood of such 


complications. During heparin or DICUMAROL® 


therapy, bleeding into the gastrointestinal 


tract may on occasion be the only manifesta- 
tion of hemorrhage. 


Summary 


The gastrointestinal tract is one of the or- 


gan systems where various drugs given for a 


variety of purposes may give rise to iatrogenic 


disease. Some of the more serious drug-in- 


duced diseases occurring in this area are 


discussed in some detail. Unfortunately, un- 


toward 


effects are much more difficult to 


study, quantify and predict than the pharma- 


cologic action of drugs. 
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Chronic Discoid 
Lupus Erythematosus: 


A Therapeutic Approach 


LEO SCHWEICH AND JOHN T. McCARTHY* 


Columbia University College of Physicians and Surgeons, New York 


Curonic discoid lupus erythematosus is a 
well-defined cutaneous malady which has been 
known to dermatologists since 1828.’ A local 
disfiguring process, most commonly found in 
adult women, the condition has important cos- 
metic implications and occurs in either a strict- 
ly localized or a more generalized cutaneous 
distribution. 

The possible systemic implications of chron- 
ic discoid lupus erythematosus have been am- 
ply covered in the recent literature.” * We wish 
simply to point out that the majority of cases 
remain restricted to the integument, but that 
an occasional case may evolve into the dread- 
ed acute systemic form of the disease. A small 
group of patients who have what is morpho- 
logically considered typical chronic discoid 
lupus erythematosus will present complaints 
and perhaps a few laboratory-determined ab- 
normalities which suggest the systemic process 
but which yield insufficient information to vali- 
date the definite presence of systemic lupus 
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Treatment of chronic discoid lupus ery- 
thematosus is based on a combination of 
the intelligent use of antimalarial drugs, 
common sense, and ancillary measures. A 
drug which combines three antimalarial 
drugs in reduced dosage has proved safe 
and effective. Therapy is continued after 
clinical manifestations disappear. Mainte- 
nance dosage and total time of treatment 
are adapted to the individual patient. 


erythematosus. Patients in this group, who 
have what is frequently called subacute lupus 
erythematosus, present an opportunity for 
elaborate classifications and endless debates 
on proper nomenclature. We shall limit this 
discussion to the therapy of clear-cut cases of 
chronic discoid lupus erythematosus, always 
considering the possibility that these may de- 
velop into the more serious systemic form. 
Typical chronic discoid lupus erythemato- 
sus”® tends to occur on the face and scalp. 
The malar areas often are involved, but in 
many cases they are spared, and other facial 
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areas such as the lips, the ears or the forehead 
are affected. Lesions of the scalp are quite 
common, even in the absence of facial lesions. 
In the generalized discoid type the eruption 
may spread to practically any area of the 
body, but it is generally restricted to the ad- 
joining regions, such as the shoulders, the up- 
per part of the chest, the extensor surfaces of 
the arms, and the dorsa of the hands. Even 
these lesions are unusual exceptions to the 
characteristic arrangement on the face and on 
the scalp. 

The appearance of the individual lesion of 
lupus erythematosus is far more important 
from the diagnostic viewpoint than is the dis- 
tribution of lesions. The lesion has the follow- 
ing characteristics: (1) persistent localized 
erythema, purplish-red at the periphery and 
lighter in the center; (2) firmly adherent, fine, 
whitish scales; (3) patulous follicles with mi- 
nute follicular plugs, the latter giving the ap- 
pearance of the outer surface of a thimble; 
(4) telangiectases (minute vessels coursing 
over the surface ), particularly at the periphery 
of the lesion; (5) atrophy or scarring (cribri- 
form scarring may be prominent particularly 
near the upper lip and nose); and (6) pig- 
mentary changes in the form of hyperpigmen- 
tation or hypopigmentation. 

If lesions are present in full complement 
there is little diagnostic difficulty, but atypical 
lesions do occur, particularly at a site distant 
from the areas of predilection. Thus, lesions 
on the trunk or arms tend to be less atrophic 
and present less follicular plugging, fewer 
telangiectases, and a variable hue. Biopsy may 
be needed to confirm the clinical suspicion of 
discoid lupus. One hesitates to perform a biop- 
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sy on facial lesions; fortunately, the majority 
of these cases are quite typical. The more com- 
mon conditions to be considered in differen- 
tial diagnosis include: seborrheic dermatitis, 
psoriasis, lupus vulgaris, drug eruptions, ro- 
sacea, Bowen’s disease, tertiary syphilis, sar- 
coidosis and lichen planus. The two last-men- 
tioned conditions offer particular differential 
diagnostic difficulties in the Negro, and biopsy 
may be essential. Plaquelike solar dermatitis 
is an important differential problem; the cri- 
tique for differentiation was clearly described 
recently by Lamb, Jones and Maxwell.’ 

Each patient with the cutaneous manifesta- 
tions of chronic discoid lupus erythematosus 
deserves a careful evaluation with particular 
emphasis on funduscopic abnormalities, blood 
pressure and cardiac and renal status. Minimal 
laboratory work should include a complete 
blood count, urinalysis, erythrocyte sedimenta- 
tion rate, serologic test for syphilis (to detect 
biologic false positive reactors as well as to 
rule out syphilis), and chest x-ray. Further- 
more, if possible, lupus preparation and cepha- 
lin-cholesterol flocculation and thymol turbid- 
ity determinations should be done. A program 
such as this may seem a bit elaborate in an 
apparently healthy person, but we have re- 
peatedly found it to be invaluable in the sub- 
sequent assessment of systematization or drug 
toxicity. Thus, we believe that baseline studies 
not only are an academic ideal but also are 
of practical importance. 

Today, the therapy of discoid lupus ery- 
thematosus is based on the intelligent use of 
antimalarial drugs, but ancillary measures are 
of great importance and may tip the balance 
toward success rather than failure. The follow- 
ing discussion presents the systemic and local 
measures at our command in treating this 
disease. 


Systemic Treatment 


General measures—Before beginning treat- 
ment, it is essential to rule out the possibility 
of the presence of systemic lupus erythemato- 
sus. Any occult process which may aggravate 
the cutaneous eruption also should be consid- 
ered. Demonstrable purulent foci, such as den- 
tal infections, are particular offenders in this 
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regard. Their removal, although ultimately 
beneficial, may precipitate temporary exacer- 
bation of the skin lesions. Malnutrition, ane- 
mia, liver dysfunction, etc. should be taken 
into account. Adequate diet and sufficient rest 
are of definite importance in the ultimate prog- 
nosis of the disease. It is wise to avoid stress 


in general, although we have seen no adverse 
effects either from surgical trauma or from 
pregnancy. 

Specific measures—Since 1951,” antimalari- 
al drugs have become the agents of choice in 
treating chronic discoid lupus erythematosus. 
The use of these agents in this condition is 
based on empirical knowledge. Theories pos- 
tulating an ultraviolet absorption within the 
skin by these drugs or a specific anti-inflam- 
matory action of the agents are indeed interest- 
ing but have not been conclusively proved.” '" 
ATABRINE”, chloroquine, CAMOQUIN® hydro- 
chloride, PLAQUENIL® and other drugs used 
singly or in combination have their relative 
merits and disadvantages. Atabrine,'’'* the 
first antimalarial to be used in discoid lupus 
erythematosus, produces gratifying results in a 
significant percentage of patients when used in 
dosages of 100 to 300 mg. daily. The main dis- 
advantage of this agent is a yellowish dis- 
coloration of the skin which appears after pro- 
longed usage in most fair-skinned patients. 
Other side effects less frequently encountered 
include agranulocytosis, liver impairment, 
gastrointestinal distress and lichenoid drug 
eruptions. Chloroquine in dosages of 250 to 
750 mg. daily is also effective.'* Its main side 
effects are nervousness and loss of visual ac- 
commodation; more rarely, liver dysfunction 
and hematologic abnormalities occur. Pla- 
quenil and Camoquin, which have recently 
been introduced in the treatment of discoid 
lupus erythematosus, are similarly effec- 
tive.'*'® Their side effects are less well docu- 
mented but include nervousness and gastro- 
intestinal disturbances. 

Because of the potential side reactions of 
the antimalarial agents, efforts have been made 
to develop newer, less toxic drugs and to com- 
bine the already established agents in quan- 
titatively smaller dosage forms. We shall not 
attempt to outline the extensive literature on 
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the use of single antimalarial drugs, but will 
describe our experience with TRIQUIN®,* an 
agent composed of 25 mg. quinacrine hydro- 
chloride, 50 mg. hydrochloroquine sulfate and 
65 mg. chloroquine phosphate. A single tablet 
contains one-fourth the quantity usually used 
of each component. 

We used Triquin to treat 50 patients with 
documented chronic discoid lupus erythema- 
tosus over a two year period. These patients 
ranged in age from 19 to 60 years (average 
age 29.2 years). Women outnumbered men 
by three to one. Sixty-four per cent of the 
patients in the series were white. The dura- 
tion of the disease varied from three months 
to 17 years. No documented instance of transi- 
tion from the chronic discoid to the acute sys- 
temic form was observed. These data, based 
chiefly on cases followed at the Vanderbilt 
Clinic, seem to be consistent with most pub- 
lished series except for the proportionately 
higher percentage of Negro patients. The dos- 
age of Triquin was adjusted to the individual 
patient and usually consisted of 3 to 4 tablets 
daily. In 29 patients (58 per cent), the lesions 
either completely disappeared or became com- 
pletely inactivated, leading to some atrophic 
scarring in from two to six weeks. Alleviation 
of subjective symptoms and a definite de- 
crease in the acuity of the process occurred in 
14 patients (28 per cent). Seven patients (14 
per cent) received little or no benefit from the 
drug. Side effects were noted in eight patients 
(16 per cent). Skin discoloration, nervous- 
ness and loss of visual accommodation oc- 
curred in one patient, persistent gastrointesti- 
nal distress in one patient, a scarlatiniform 
eruption in one patient, and a possible aggrava- 
tion of a pre-existing convulsive disorder in 
one patient. That the last-mentioned condition 
occurred as a result of the drug was highly 
questionable, as the disorder persisted un- 
changed after the drug was no longer given. 
Because of the reactions in these four patients. 
the drug was discontinued. In the four remain- 
ing patients who showed side reactions, the 
agent was continued at a slightly lower dos- 
age without difficulty. Careful hematologic. 


*Supplied by Winthrop Laboratories, New York. 
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ren. and hepatic studies were conducted at 
biw ekly intervals, and no serious abnormali- 
ties were noted. 

‘| 1e combination of three drugs, each in a 
low: r dosage than usually employed, in a sin- 
gle ablet minimizes side effects produced on 
a mere quantitative basis. This was borne out 
in the 50 patients in this series. The possible 
synergistic effect of the three drugs requires 
detailed study, but we have gained the clinical 
impression that the combination was at least 
as effective as any of the agents used alone in 
comparable doses; in fact, it was slightly more 
effective. 

Unfortunately, even when antimalarial drugs 
are used in combination they do not produce 
satisfactory results in all patients.'’ Fourteen 
per cent of patients in this series were not 
benefited. Weekly intramuscular injections of 
2 cc. liver extract and of 2000 yg. vitamin 
B,, and supplementary vitamins used in con- 
junction with the antimalarials will occasion- 
ally aid in the involution of otherwise resist- 
ant lesions. These observations are based on 
clinical impressions; no rigidly controlled 
studies are available. When the patient is only 
partially responsive, resistant or intolerant to 
antimalarials, these supplementary measures 
combined with rest, avoidance of sun, and the 
use of local therapeutic agents occasionally 
will control a case of chronic discoid lupus 
erythematosus. 

Older therapeutic tools such as aurotherapy 
are undoubtedly effective'* and may be cau- 
tiously employed when patients are unable to 
tolerate or do not respond to antimalarials. 
The various gold salts, however, are quite 
toxic; they have been practically abandoned 
except in highly selected patients and when 
used under careful supervision. Toxic reac- 
tions caused by aurotherapy are of the type 
caused by other heavy metals. Bismuth sub- 
salicylate provides a safer if less effective 
alternative than does aurotherapy. 


Local Treatment 


General measures—Photosensitivity plays a 
definite role either in the production of the 
lesions of discoid lupus erythematosus or in 
their subsequent aggravation. Whether the ad- 
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verse role of the sun is due to actual photo- 
sensitivity or whether the sun’s rays are merely 
a form of trauma is a moot point.” There is lit- 
tle doubt that some cases of discoid lupus ery- 
thematosus are unaffected by the sun, but to 
our knowledge there is no reliable method of 
predicting whether or not a patient will be 
adversely affected. We therefore strongly ad- 
vise patients to avoid exposure. Wide-brimmed 
hats, walking on the shady side of the street, 
avoiding indirect rays (particularly reflected 
from water, snow and pavements) and ultra- 
violet radiation present even on cloudy days, 
as well as the local use of sun-screening creams 
(A-Fil, Scolex, Sun ’n Surf, etc.) provide ade- 
quate protection against sunlight. Patients are 
also advised of the potential danger from pro- 
longed exposure to fluorescent lighting. Such 
lights should be removed from dressing tables, 
work benches, etc. Extremes of temperature 
and exposure to wind should be avoided. The 
patient also should be warned against local 
mechanical trauma caused by rubbing the le- 
sions or by application of strong chemicals. 
Injudicious application of materials used by 
beauticians in the case of scalp lesions should 
be discouraged. 

Specific measures—Although systemic treat- 
ment with antimalarials is usually effective in 
the average case of chronic lupus erythemato- 
sus, there is a group of conditions that respond 
incompletely or not at all to this type of medi- 
cation. A few are intolerant to drugs; in such 
cases, either the concomitant or the alternate 
use of local measures may make successful 
therapy a reality. 

Use of carbon dioxide—Solid carbon diox- 
ide, carefully formed to the size of the lesion 
to be treated and applied with light pressure in 
a manner to avoid severe blistering, is effec- 
tive in many cases. However, a word of cau- 
tion is necessary. Only certain types of lesions 
may be submitted to this destructive cryother- 
apy, and the physician needs experience to be 
able to select suitable lesions. In general, the 
less acute, partially involuted or partially in- 
active lesions are most suitable, particularly 
when present on the scalp.” Pressure must be 
moderate and the application time limited in 
order to avoid an excessive reaction and a 


possible reactivation of the original process. 

Intradermal use of steroids—Hydrocorti- 
sone acetate or prednisolone acetate suspen- 
sion may be injected into the lesion and pro- 
duce a temporary involution. The last-named 
drug is preferable due to its insolubility and 
longer activity. In a practical sense, intra- 
dermal injections are more effective than is 
subcutaneous deposit of the drug. Because the 
material is excessively viscous, a 24 gauge 
needle is preferred. The needle should be in- 
serted into the lesion and then withdrawn slight- 
ly to permit forcible ejection of the material 
from the syringe; 0.5 to 1 cc. is used at bi- 
weekly or weekly intervals. The injections are 
painful, but this reaction is transitory; most 
patients are willing to endure this minor dis- 
comfort in the hope of getting rid of a severe 
cosmetic handicap. Systemic effects from the 
steroid are not seen; the only side effect is re- 
stricted locally to the site of the injection and 
consists of a reversible atrophy of subcutane- 
ous tissue. 

Surgery—Excision of completely inactive 
lesions of chronic discoid lupus erythematosus 
may lead to desirable cosmetic improvement. 
Excision of partially active lesions, however, 
may result in disastrous consequences, because 
active lesions may soon appear in the suture 
line and spread to involve areas far larger than 
the original lesion. We would caution against 
surgical removal of any but long-inactive le- 
sions; the risk that even these may be reacti- 
vated should be carefully explained to the 
patient in advance. 

Cosmetic therapy—Skilled use of cosmetic 
preparations may serve a useful purpose in 
helping patients with discoid lupus erythema- 
tosus to mask the visible evidence of their ail- 
ment. A few cosmetologists have specialized in 
such procedures, and their services are heartily 
recommended. 

Tattooing also has been used in residual 
scars; in the hands of a highly skilled person 
it may be of great value. We have had no per- 
sonal experience with this method. 

X-ray and ultraviolet therapy—We believe 
that x-ray and ultraviolet therapy are absolute- 
ly contraindicated in treating discoid lupus 
erythematosus.”''” There is no rationale for 
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these modalities, and little but harmful results 
will ensue from their use. 

Dermabrasion—The present popularity of 
dermabrasion in treating facial scarring has 
brought inquiries from patients with old scars 
of discoid lupus erythematosus. Since seba- 
ceous glands are destroyed in discoid lupus 
erythematosus, little cosmetic improvement 
may be expected from dermabrasion; in fact, 
one would expect further scarring. 


Summary and Conclusions 


1. The use of a drug such as Triquin, which 
combines antimalarial agents in a reduced dos- 
age, provides an effective and safe approach 
to the successful therapy of chronic discoid 
lupus erythematosus. 

2. The unusually low incidence of side re- 
actions in our series of patients may be ex- 
plained by the low dosage of each of the com- 
bined drugs. 

3. Therapy should be continued after clini- 
cal manifestations have disappeared. Drug dos- 
ages are reduced gradually, with maintenance 
dosage and total time of treatment adapted to 
the individual patient. 

4. Ultimate therapeutic success in discoid 
lupus erythematosus depends not only on the 
choice of an antimalarial drug but also on ju- 
dicious combination of systemic therapy, com- 
mon sense and general supportive measures. 
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as The high mortality of shock following recent myocardial R. W. GUNTON, M.D. 
infarction has prompted investigation of the mechanism 
and treatment of this medical emergency. Hemodynamic \ssociate in Medicine, 
studies have shown that the primary fault is sudden re- University of Toronto 
duction in cardiac output to one-half the normal value. Faculty of Medicine, 
” with unimportant changes in total blood volume. There Toronto 
A. is increased total peripheral resistance rather than “pe- 
nic | ripheral vascular collapse” or “peripheral failure.” This 
nd | condition differs from hypotension without shock in its clinical picture, hemodynamic 
4. measurements and prognosis. 
on Treatment of certain arrhythmias associated with shock can cause dramatic im- 
m- | provement. The widely advocated use of pressor amines may be followed by subjective 
nd improvement, rise in blood pressure. and correction of oliguria, but this treatment has 
Ts, not decreased the ultimate mortality. Transfusion and administration of corticosteroids 
Ja are not helpful. but hypothermia and assisted circulation merit consideration. 
ny, 
ch. 
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In wounds produced by high-velocity missiles, the amount of tissue destruction 
varies directly with the amount of energy transmitted by the missile and with the 
structure and organization of the tissue traversed. Resultant effects on tissues 
have led to principles and practices of debridement which, if carefully followed, 
will hold morbidity and mortality to a minimum. This presentation discusses 
causation and preferred treatment of wounds, emphasizing proper debridement 


and closure. 


Wound Debridement 


H. HASKELL ZIPERMAN* 


Brooke Army Medical Center, Fort Sam Houston 


Ex Korea during the 
conflict of 1950 to 
1953 it was demon- 
strated once again that 
the practice of trau- 
matic surgery incident 
to combat requires spe- 
cial training and that 
in many of our medi- 
cal schools this type of 
training is not ade- 
quate. The surgeon 
newly arrived in the 
combat zone leaves a trail of poorly debrided, 
infected wounds until he learns, by experience 
or by following the example of others, the 
principles and practices of adequate debride- 
ment. The value of complete excision of 
wounds in preventing morbidity and mortality 
has been demonstrated clinically in every war 
since World War |. In World War II and in 
Korea experienced combat surgeons proved 
that more than 90 per cent of adequately 
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debrided wounds healed without infection 
when closed by delayed suture. 

The special treatment required for gunshot 
wounds was known long ago. Ambroise Paré 
quoted Jean De Vigo on the “venonosity” of 
wounds and the use of boiling oil.’ Paré 
showed that gunshot wounds were not poi- 
soned by gunpowder. He treated “contused” 
gunshot wounds with a regimen different from 
that used for “simple” arrow wounds. It re- 
mained for Friedrich” in 1897 to recognize 
that the poisons which produced infection in 
contused wounds actually were secondary to 
devitalization of tissue caused by the missile. 
On the basis of experimental work he demon- 
strated the value of tissue excision in prevent- 
ing wound infection. This principle was first 
applied to combat wounds on a large scale 
during World War I. Unfortunately debride- 
ment was combined with primary suture until 
late in the war, and this resulted in a relative- 
ly high incidence of infection and breakdown 
of wounds. In the Spanish Revolution of 1936 
to 1939, Trueta’ proved conclusively the value 
of early adequate debridement, after which 
the open wounds were encased in plaster. Al- 
though results were good, scarring was exces- 
sive. This was minimized by the procedure 
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ricur: 1. Blocks of model- 
ing clay perforated by cali- 
ber .') missiles. Missile 


fired ai 2800 ft. per second 
into the block on the left, 
at 1000 ft. per second into 
the block on the right. 


recommended by E. D. Churchill,* who com- 
bined the best features of all the preceding 
innovations, i.e., wound excision plus open 
treatment plus delayed primary closure. 

A careful study of wounds produced by mis- 
siles indicates that the amount of tissue de- 
struction varies directly with the amount of 
energy transmitted to the tissue by the missile. 
The energy of any body in motion may be 
calculated by the following formula: 

my? 
= 5 
E = kinetic energy; m = mass; 
v = velocity 
From this formula we see that a small increase 
in mass results in a proportionately small in- 
crease in kinetic energy available for tissue 
destruction. A small increase in velocity, on 
the other hand, results in a large increase in 
energy because kinetic energy varies directly 
with the square of the missile velocity. Figure 
1 illustrates blocks of modeling clay into which 
caliber .30 bullets have been fired. On the 
right is one traversed by a caliber .30 bullet 
fired at 1000 ft. per second. The block on the 
left has been perforated by a missile of the 
same caliber fired at 2800 ft. per second. 
Compare the size of the holes produced. 
Part or all of the energy of a missile in 
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motion may be transmitted to tissues, depend- 
ing on missile characteristics and tissue re- 
sistance. In addition to mass and velocity, the 
missile characteristics which determine energy 
transfer are size and shape. Generally speak- 
ing, the more irregular the missile the more 
of its energy will be transmitted and the great- 
er the tissue devitalization. Tissue resistance 
depends on density and structure. The energy 
transmitted causes the tissue to be violently 
flung away from the missile tract, producing 
a pulsating cavity which may be 30 times the 
size of the missile. Figure 2 shows a block of 
gelatin of the same density and elasticity as 
muscle into which a caliber .30 missile has 
been fired. Notice the light streak in the center 
which represents the missile tract. The sur- 
rounding dark area represents the total area 
of tissue destruction, which in an extremity 
would require debridement. 

Pressure within an area of cavitation pro- 
duced by a missile may reach 1500 lb. per 
square inch. Pulses of enlargement and con- 
traction caused by the elasticity of tissue may 
produce alternating positive and negative 
pressures so that foreign bodies are both car- 
ried into and sucked into the wound. Figure 3 
illustrates a block of gelatin through which 
a caliber .30 missile has been fired. A packet 
of powdered blue dye was placed at one end 


Ww 
uw 








and a packet of red dye was placed at the 
other end so that the missile perforated both 
packets as it traversed the gelatin. Notice the 
mixture of red and blue throughout the tract. 

On the basis of the foregoing comments it 


may be stated that tissue devitalization and 
subsequent debridement will vary with the 
amount of energy transmitted to the tissues 
and the tissue resistance to devitalization. In 
a wound of an extremity the missile produces 
little destruction of skin or fascia but produces 
a large amount of nonviable muscle. In effect 
a high-velocity, aerodynamically stable missile 
which fractures no bones as it perforates an 
extremity causes large pockets of muscle de- 
struction separated by perforated but viable 
fascia and enclosed by skin; the wounds in 
the skin are much smaller than the areas of 
muscle destruction beneath. 

Because of these effects on tissues, certain 
principles and practices of debridement have 
evolved. If they are carefully followed, mor- 
bidity and mortality will be minimal. Abroga- 
tion of any of them will be followed by infec- 
tion with the sequelae of increased amputation 
rate and increased mortality. 


Debridement 


Incision—Because the aim of debridement 
is to excise all nonviable tissue. it is wise to 
plan an incision of sufficient length to permit 
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Ficure 2. Block of gelatin 
perforated by a caliber .30 
missile fired at 2800 ft. per 


second. Arrow indicates 


missile tract. 


exploration of the entire area of devitaliza- 
tion. It is impossible to accomplish adequate 
debridement without adequate exposure, and 
this can be achieved only with an incision of 
sufficient length to permit visual inspection of 
the depths of the wound. In wounds of ex- 
tremities care must be taken to make the de- 
bridement incision in the direction of the long 
axis of the extremity except when the wound 
incisions 
in an extremity are difficult or impossible to 
close and may require later skin grafting. 


is in a flexion crease. Transverse 


Some large round wounds or transverse 
wounds can be converted to incisions in the 
long axis of the extremity by utilizing “Z” 
type incisions which permit later closure. 
Wounds over flexion creases are incised by 
means of a transverse incision with vertical 
limbs, which converts a transverse incision 
to vertical exposure and yet prevents contrac- 
ture with wound healing. 

Tissue excision—Results of treatment of 
wounds during earlier wars indicate that the 
incidence of infection and resultant morbidity 
depends entirely on adequate excision. Where 
nonviable tissue is completely excised the 
wound will heal without complication. Inade- 
quate excision will leave necrotic tissue in the 
wound, predisposing to infection and to pos- 
sible later amputation. 

Since tissues vary in structure and blood 
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FIGI 3. Block of gelatin 
perf: ated by a caliber .30 
missile which simultane- 
ousl, perforated packet of 
blue svowder at one end 
and }acket of red powder 
at the other end of the 
block 


supply. the amount of devitalization a specific 
missile produces varies in different layers. 
Consequently the amount of tissue to be ex- 
cised varies. Skin is particularly resistant to 
destruction of its blood supply, and with the 
ordinary perforating type of wound it requires 
only minimal excision. Ordinarily in combat 
wounds produced by high-velocity missiles 
only a thin margin of skin—no more than 1 
to 2 mm. in thickness—immediately surround- 
ing the point of perforation need be removed. 
This type of excision permits later closure 
without skin grafting. Obviously in an avul- 
sive type of wound with destruction of the 
blood supply of the skin flap one may have to 
excise the entire flap of skin, thus necessi- 
tating later skin grafting. 

Fascia, like skin, is resistant to the devital- 
izing effects of perforation by high-velocity 
missiles. Fascial excision usually is limited to 
removing by sharp dissection only that amount 
of tissue which has been shredded or in which 
so much dirt and grime are imbedded that 
only excision can remove this debris. Obvious- 
ly loose-lying small fragments of fascia must 
be removed. Perforated fascia must, however, 
be incised to the full extent of the skin in- 
cision to permit adequate exploration of the 
more extensively damaged underlying muscle. 

Excision of muscle presents the most com- 
plex problem the embryo combat surgeon 
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faces. Muscle, being firm, elastic and homo- 


geneous, suffers more damage than any other 
tissue and consequently requires wider ex- 
cision to accomplish adequate wound toilet. 
While the criteria on which muscle excision 
is based are definite, they require clinical 
judgment which demands clinical experience. 

1. Color 
from a dark hemorrhagic color to a pale fish- 


Devitalized muscle may vary 


belly color, depending on the amount of hem- 
orrhage into the local area and on whether the 
main blood supply to the muscle belly has 
been destroyed. Generally speaking, in an ex- 
tremity in which the main vasculature has 
been lacerated so that external exsanguination 
may occur the muscle bellies will be pale. In 
the main the intensity of color change depends 
directly on the time elapsed between wound- 
ing and institution of surgical therapy. 

2. Consistency—Normal muscle is relative- 
ly firm and rubbery. Devitalized muscle be- 
comes soft and mushy, having lost its tone and 
elasticity. 

3. Contractility—When normal muscle is 
pinched or cut, it contracts sharply. In de- 
vitalized muscle, lack of contraction provides 
proof of nonviability. In any area of debride- 
ment, excision is continued until contractile 
muscle is encountered. 

4. Bleeding—Normal muscle, when cut 
transversely, bleeds in amounts proportional 
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to the size of the vessels cut in the course of 
the incision. In devitalized muscle. since the 
blood supply has been destroyed, fresh bleed- 
ing does not occur. 


To accomplish adequate muscle debride- 
ment the experienced combat surgeon uses all 
the foregoing criteria. To insure a wound clean 
enough for later closure, he does not stop the 
excision of tissue until he is certain he is 
beyond the area of nonviability. In addition 
his anatomic knowledge must be good enough 
so that he does not cut either the nerve or the 
blood supply to the muscle group, lest this 
lead to further necrosis. 

Excision of bone is limited to fragments 
separated from their periosteal attachments 
and driven into tissue at a distance from the 
parent structure. This is especially true in 
wounds of the face. in which every effort must 
be made to conserve every bone fragment. no 
matter how small. In wounds of the extremities 
large fragments of bone, even if detached 
from periosteum. occasionally must not be re- 
moved, for to do so might result in nonunion. 
In such a situation thorough cleansing of the 
fragment and its replacement in the fracture 
site should be accomplished. 

Debridement of all other tissues and organs 
is governed by the dictum that wounds con- 
taining only viable tissue will heal without 
infection. It is also governed by the difference 
in sensitivity to devitalization of various tis- 
sues and organs. Thus. wounds of the bowel 
and lung. because of their excellent blood 
supply and resistance to devitalization. rarely 
require extensive debridement. The liver and 
other solid viscera require variable and more 
extensive debridement depending on the 
amount of necrosis. Conservatism should be 
practiced in excision of peripheral nervous 
tissue. Lacerating wounds of major arteries 
should have vessel ends evened so that anasto- 
mosis can be accomplished. Where a length 
of vessel is disrupted and devitalized the en- 
tire length will have to be excised prior to 
vascular repair. Arteries damaged in conti- 
nuity may show loss of pulsation with disten- 
tion due to extensive destruction. If so, the 
excision of the entire damaged segment is 
warranted, followed by repair. 


General Wound Management 


Fully 90 to 95 per cent of properly managed 
combat wounds will heal without infection. 
While long and properly placed incisions 
coupled with adequate tissue excision will in- 
sure the removal of all devitalized tissue, other 
principles must be followed to assure success- 
ful healing. Typically these wounds should be 
irrigated with normal saline solution so that 
mechanical flushing will remove small particles 
and debris remaining in the depths. Where 
indicated, counterincisions in a dependent 
area permit adequate drainage from the 
depths of a deep pocketing type of wound. 
Moderate-sized foreign bodies visualized by 
x-ray but not encountered during wound ex- 
cision should be looked for, provided tissue 
barriers are not broken down during the 
search; extensive search may lead to further 
devitalization and subsequent infection. Com- 
plete hemostasis should be accomplished so 
that the wound will remain dry and a medium 
for bacterial growth will not accumulate in 
the wound depths. The type of suture material 
used for ligatures is not important. Dressings 
should be applied in such a way that drainage 
from the wound is not occluded. This requires 
the use of fine-mesh gauze laid on the wound. 
not packed into the depths of the wound. 


Wound Closure 


In general. but with certain exceptions. 
combat wounds should not be closed primarily. 
Delayed closure permits later evaluation of 
the cleanliness of the wound, prevents locking 
in of infection, and does not delay wound 
healing. Proper management requires closure 
of these wounds 4 to 10 days after debride- 
ment, provided there is no clinical evidence 
of infection. Because the so-called lytic phase 
of wound healing occupies a 72 to 96 how 
period, clean wounds handled in this way con- 
tain only a minimal amount of granulation 
tissue, and after coaptation of the wound edges 
the productive phase of healing takes over to 
produce delayed primary healing. 

Wounds of the head, face and neck may 
be closed primarily because of the excellent 
blood supply in these regions. In thoracic 
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and abdominal wounds the pleura and peri- 
m should be closed. In wounds of the 
brain and spinal cord the dura should be 
closed primarily. When nerves, tendons or 


tone 


larg: vessels are exposed in the depths of a 
wound, they should be covered by adjacent 
tissues in order to prevent the drying out of 
these structures. 

that soft-tissue 
wounds managed as outlined herein healed 
by first intention in 94.6 per cent of 391] 
wounds. Minimal reaction occurred in 3.8 per 


Rawles® demonstrated 


cent and gross infection in 1.5 per cent. It 
must be emphasized, however, that only ade- 
quately debrided wounds may be handled in 
this fashion. Frank purulent discharge from 
a wound or redness, tenderness and indura- 
tion around its edges associated with abnor- 
mal elevation of the patient’s temperature are 
indications of inadequacy of debridement. 
Such a wound should not be closed in 4 to 10 
days. Instead a period of local soaks combined 
with secondary debridement may be required 
prior to secondary closure. 

Although the principles of debridement as 
outlined were learned by dealing with combat 
wounds, they are equally applicable to mis- 
sile wounds resulting from civilian disasters 
or gunshot. The only difference is a quantita- 
tive one due to the lesser energies transmitted 
by the slower-moving noncombat missiles. 
With smaller amounts of energy transmitted 
to tissues there is less tissue destruction. and 
less tissue excision is required. Adequate de- 
bridement cannot be accomplished by remov- 
ing a narrow rim of skin from around a missile 
wound and then inserting a finger in the 
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wound site to determine whether all devital- 
ized tissue has been excised. The tract must 
be incised and laid open so that digital and 
visual exploration will permit an adequate de- 
termination of the underlying damage and the 
amount of tissue to be removed. 


Summary 


The following principles of adequate de- 
bridement apply to all missile wounds: 

1. Adequate skin incision. 

2. Incisions in direction of long axis of ex- 
tremity except over flexion creases. 

3. Minimal excision of skin. 

4. Incision of fascia to full extent of skin 
incision. 

5. Adequate excision of nonviable muscle. 
based on following criteria: color change. loss 
of contractility, change 
sence of bleeding. 


in consistency, ab- 


6. Flushing of wounds with saline solution. 


7. Hemostasis. 


3. Wounds should remain open for delayed 
primary closure. 

9. Dressings should be laid on wounds. not 
into wound depths. 
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Although the cause of ulcerative colitis is uncertain, in 90 per cent of cases the 
disease begins in the rectum. Usually, there are exacerbations and remissions to 
the stage at which operation is indicated. A properly individualized nonsurgical 
regimen sometimes effects permanent remission. When operation is indicated, 
the procedure usually followed at the Mayo Clinic is a one stage or two stage 
colectomy, excision of the rectum, and one of three types of ileostomy. With 
minimal rectal involvement, primary or secondary ileoproctostomy may be done. 


Ulcerative Colitis 


CHARLES W. MAYO* 


Mayo Clinic and Mayo Foundation, Rochester, Minnesota 


HE ippeN somewhere in 
the history of the pa- 
tient with ulcerative 
colitis probably lies 
the as yet undetected 
key to the cause of this 
disease. It has to have 
a cause and eventually, 
at least in the early 
stage of the disease, a 
cure short of radical 
surgery. When the pri- 
mary causative factor or factors actually do 
become known, the answer probably will be 
simple, and many physicians in the past years 
may have almost discovered it themselves. 
The discoverer certainly will go down in medi- 
cal history as one of the “greats.” 

As one reads about this disease, listens to 
discussions regarding it, and watches its prog- 
ress, a rather wide divergence of opinion be- 
comes evident as to the part that nonspecific 





CHARLES W. MAYO 


*Section of Surgery, Mayo Clinic and Mayo Foundation, Rochester, 
Minnesota. The Mayo Foundation is a part of the Graduate School 
of the University of Minnesota. 


Presented before the forty-third annual Assembly of the Interstate 
Postgraduate Medical Association at Cleveland. 


40 


medical treatment should play. as to the stage 
at which surgical intervention should enter 
the picture, and even as to the surgical technic 
that should be applied in the individual case. 
In localities where the surgeon is more domi- 
nant than the medical practitioner, the per- 
centage of patients who have surgical treat- 
ment is much higher than in localities where 
the reverse is true. So it is that operation is 
recommended as the treatment of choice for as 
high as 50 per cent of the patients with this 
disease in one locality and for as low as 5 per 
cent in another. Yet, eloquent reasons are 
brought forth to justify the respective stands. 
In my opinion, one percentage is too high: the 
other is too low. 

At the Mayo Clinic, we tend to be on the 
side that recommends surgical intervention in 
a low percentage of cases, perhaps at times too 
low a percentage. In 1940, only about 7 per 
cent of our patients with ulcerative colitis were 
operated on: in 1950, about 11 per cent were 
operated on, and this year I estimate that ap- 
proximately 15 per cent of our patients with 
ulcerative colitis will have had surgical treat- 
ment. Despite the fact that medical measures 
used cannot be regarded as specific, remis- 
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sion. often result from their use. It is impres- 
sive to see roentgenographic evidence that a 
colo grossly involved with ulcerative colitis 
has returned to an apparently normal state 
after medical treatment. 


Diagnosis ’ 


\iany degrees of ulcerative colitis are mani- 
fested. from the acute fulminating type to the 
mild form in which the colon is almost nor- 
mal. The ease or difficulty of diagnosis also 
varies; other diseases may simulate ulcerative 
colitis and it is of utmost importance to be ac- 
curate. In differentiating ulcerative colitis 
from other conditions or in confirming its 
presence, one must follow a plan and start by 
obtaining a detailed history. 

History—The following information should 
be elicited in the history: (1) onset of the dis- 
ease and any prodromal symptoms, sudden or 
cradual: (2) duration of the disease, whether 
constant or with remissions and the type of 
previous treatment; (3) the patient’s geo- 
graphical residence and travel: (4) the family 
history and whether the patient has been under 
emotional stress and strain; (5) digestion and 
sensitivity to certain foods or combinations of 
foods and other forms of allergy: (6) descrip- 
tion of bowel evacuations, odor and gas: and 
(7) associated past or present symptoms. 

As previously stated, somewhere in the his- 
tory, elicited or not, lies a key to the etiology 
of the disease. 

Physical examination—In most patients, it 
is rare to find a single complaint or a single 
physical abnormality in the presence of ul- 
cerative colitis, for associated conditions may 
be masked by the primary trouble. Physical 
examination, therefore, although gentle, must 
be thorough. 

Patients in the late teens and twenties with 
ulcerative colitis often appear much younger 
than they actually are. My wife told of a pas- 
senger in the seat next to hers on a trip by 
plane from Des Moines to Rochester on a 
stormy day. He was already ill, but became 
sicker in the rough air. To her he appeared to 
be between 12 and 14 years of age and she 
was amazed to learn later that he was going on 
23 years of age and had ulcerative colitis! 
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Among the more necessary gentle examina- 
tions is finger examination of the rectum in the 
search for abscess, fistula, spasm or stricture. 
The majority of patients have some abnormal- 
ity in this area, as the disease usually seems 
to start in the rectum and move proximally. 

Sigmoidoscopic examination—In the sig- 
moidoscopic examination, gentleness is essen- 
tial also. Some form of anesthesia may be nec- 
essary, for specimens must be removed when 
they are needed to determine the extent of the 
pathologic changes present. The patient should 
have little or no bowel preparation, the amount 
being determined on an individual basis. Thus, 
the proctologist can estimate the degree of 
inflammation, edema, rigidity, granularity, 
erosion and ulceration present, and whether 
there is abscess formation, polypoid projec- 
tions or any other relevant finding. By ob- 
servation during examination and by culture 
and histologic study when necessary, the pres- 
ence of ulcerative colitis can be confirmed or a 
definite distinction from other diseases made. 
Multiple sigmoidoscopic examinations are 
rarely necessary for diagnostic purposes. 

Examination of stools—Material obtained 
at the time of the proctoscopic examination 


_and at usual bowel evacuations should be ex- 


amined under the microscope for parasites. 
pus cells, residues, fat and blood, and by other 
appropriate tests and cultures. 

Blood and skin tests—-Blood serum is used 
for agglutination in the search for dysentery 
organisms. The Frei antigen is the skin test 
used to differentiate lymphogranuloma. 

Roentgenographic studies—Gentleness must 
be emphasized again, in the making of roent- 
genographic studies, not only because of ab- 
dominal tenderness but also because of the 
danger of perforation. It is not necessary to 
find rigidity of the abdominal colon or muco- 
sal distortion to make a diagnosis of ulcera- 
tive colitis. Particularly is this true in the 
early phases of the disease. The finding at this 
stage may consist only of minimal roughening 
of outline of the filled colon. When the ab- 
dominal portion of the colon is involved, the 
postevacuation roentgenogram, after fluoro- 
scopic examination, usually shows more than 
the pre-evacuation roentgenogram. 





‘Medical Treatment 


It is well to keep in mind at all times that 
the result of medical, physical and mental 
treatment for ulcerative colitis cannot be pre- 
dicted correctly except when the disease is 
complicated by a malignant lesion or severe 
stricture or strictures. 

In the medical treatment of this disease, in- 
dividualized and sympathetic care is in order, 
not the least of which is consideration of the 
patient’s or the family’s economic status, which 
may well play a large role in the psychogenic 
part of the treatment. Often, and with good 
reason, a neurogenic factor can be related to 
the initiation of the disease and to the time of 
reactivation after a remission. Thoughtless dis- 
cussion of ulcerative colitis with colleagues 
or others before or within the hearing of an 
afflicted patient should be avoided, and the 
instillation of optimism in the patient by the 
doctor’s attitude is indispensable to whatever 
other measures are taken. Sedation should not 
be neglected. 

Sedatives, chemotherapeutic agents, antibi- 
otics, narcotics, or whatever else is given must 
be individualized and the patient must not be 
awakened to take any of them. In other words. 
when “q.4h.” is written on an order, it should 
be understood that it means “every four hours 
unless patient is asleep.”’ A patient’s rest 
should not be subjected to unnecessary dis- 
turbances, day or night. It is less beneficial to 
the patient to overtreat this condition than to 
undertreat it. 

Attention to any hypersensitivity to drugs. 
as elicited by the history, or testing for hyper- 
sensitivity to the drugs intended to be used, 
is a “must.” New drugs should be given in 
small quantities to begin with if they seem in- 
dicated. “Shotgun” administration of thera- 
peutic agents may well achieve the reverse of 
the intended result. 

I am assuming that associated systemic con- 
ditions, when present, will be attacked appro- 
priately in each case; these conditions usually 
are anemia, weakness, dehydration (as deter- 
mined by measured intake and output), toxic- 
ity, cramps and distention. Also, if the general 
status of the patient warrants it, when com- 
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plicating and related conditions, such as ar- 
thritis or anorectal disease, are present, they 
also will be treated. 

Diet—Although diet is important, | would 
like to limit my remarks pertaining to diet 
to a few points that I consider fundamental. 
Foods that the patient knows disagree with 
him should be eliminated. He should be given 
a basic diet with supplementary vitamins so 
that he can eliminate one item and add an. 
other, as sensitivity to certain foods is recog- 
nized. The diet should not contain foods that 
leave residual roughage; puréed vegetables 
are allowable. It should be insisted that, no 
matter what food is taken and regardless of 
its softness, it must be well masticated to keep 
the salivary glands functioning. One should 
not assume that all products from the cow are 
essential. Some may be harmful. Sometimes, 
when cold milk is not tolerated, boiled milk 
may be given to patients with ulcerative colitis, 
just as it is sometimes given to children with 
diarrhea. In short, the diet should be balanced; 
it should be as palatable and as attractive as 
possible, and food should be given as often as 
tolerated. The patient, however, should not be 
awakened to be given food, any more than he 
should to be given a sleering pill. 


Surgical Measures 


Surgical intervention should be considered 
for patients, regardless of age, who do not 
respond satisfactorily to a thorough trial of a 
well-planned, well-executed medical regimen, 
who are having shorter and shorter remissions, 
and who have persistent fistulas and rectal ab- 
scesses or extensive polyposis that does not 
regress under medical management. 

All patients with ulcerative colitis who have 
roentgenographic or sigmoidoscopic evidence 
of or are suspected of having a malignant le- 
sion, those who have persistent polypoid 
changes, those who have acute perforation of 
the colon, and a majority of those who have 
the acute fulminating type of ulcerative colitis 
should have surgical treatment as soon as they 
can be adequately prepared for it. 

When I speak of surgical treatment for ul- 
cerative colitis, taking into account the pres- 
ent type of preoperative preparation, the ad- 
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vances in anesthesia, the technic of the surgi- 
cal } ocedure itself, and the postoperative care 
of the patient, | talk in terms of one surgical 
attack or, at the most, one major and one 
minwr surgical attack. 

In the one stage operation, the incision is 
made in accordance with the anatomic posi- 
tion of the colon, as determined from the 
roenigenogram. Or, if roentgenographic ex- 
amination has not been done, as in the acute 
fulminating type of the disease, the site of the 
incision is determined by the patient’s body 
build. The surgeon should keep in mind that 
the purpose of the operation is resection.of the 
abdominal portion of the colon and, unless he 
is dealing with malignant change in the rec- 
tum, limited resection of the rectum down to 
the anus. A sump drain is placed in the sacral 
cavity and through the anus for subsequent 
suction, after which the pelvic peritoneum is 
closed and ileostomy is performed. 

If there seems to be some good reason for 
not removing the rectum, it should be closed 
below the peritoneum and removed later at a 
propitious time. With rare exception, the path- 
ologic process will continue to be active in the 
remaining portion of the rectum. 

I realize that one should not say “never,” 
but I am inclined to say that ileostomy alone 
should never be performed. Long experience 
has taught that, when operation is indicated, 
if ileostomy is done as a single procedure for 
ulcerative colitis, it adds but another stage to 
the required surgical procedure without serv- 
ing a useful purpose. 

The average hospital mortality following co- 
lectomy and ileostomy is between 6 and 7 per 
cent, and the results from this procedure may 
be said to be good except for complications 
which may result from the ileostomy. 

An ileac stoma should be so located in the 
right lower abdominal quadrant that an appli- 
ance will fit comfortably. Many such appli- 
ances have been devised. If the ileostomy has 
been performed properly, a device that plas- 
ters to the skin around it and has fluid-tight 
disposable bags seems to be the most satisfac- 
tory type. 

The surgical objectives are to establish an 
ileac stoma that will not prolapse, will not con- 
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strict, and will protrude enough to function 
properly in the appliance. At present, there 
are three technics for ileostomy: One, de- 
scribed by Dragstedt, Dack and Kirsner in 
1941, provides a skin-grafted ileostomy. An- 
other, described by Turnbull, consists of re- 
moving 2.5 cm. or more of serosa, folding the 
terminal mucosa back over it, and attaching 
the edge to the skin. The third technic consists 
of everting the full thickness of the intestinal 
wall without removal of the serosa. In all three 
types of operation, the mesentery is affixed to 
the lateral part of the abdominal peritoneum 
in order to prevent a loop of small bowel from 
slipping through the stoma and becoming ob- 
structed and, also, as an additional measure 
to guard against prolapse. 

My experience with all three methods has 
been good in general, provided that certain 
rules have been followed: The first is that the 
site of transection of the ileum is not involved 
in the inflammatory process, as determined by 
microscopic examination, and the next, and 
most important one, is that dilation with a 
finger or anything else be avoided. Dilation 
creates the complications one tries to avoid, 
namely, fistula and stricture, by repeated press- 


ing of the wall of the bowel against fascia 


and scar tissue. 


Summary 


Medical treatment of a wise and definitive 
type must be exhausted before surgical treat- 
ment is resorted to in the general run of cases 
of ulcerative colitis. The mental as well as the 
physical aspects of the patient must be con- 
stantly kept in mind, and the factor of rest 
always must be considered. 

Surgical treatment is indicated when a ma- 
lignant lesion, persistent polyposis, obstruc- 
tion or perforation is present with ulcerative 
colitis. Proper and timely surgical interven- 
tion is indicated in most cases of fulminating 
ulcerative colitis. 

Ileostomy presents a problem that still re- 
quires many “do’s” and “don'ts,” not only by 
the surgeon who performs it but by the physi- 
cian who advises the patient postoperatively. 
The most important “don’t” is, “Don’t dilate 
the ileac stoma.” 





In most insiances, the rising rate of cesarean sections is not justified by marked. 
ly lower maternal or fetal mortality. Fifty to 60 per. cent of patients previously 
delivered by cesarean section subsequently may have vaginal deliveries. Judicious 


use of Pitocin can eliminate primary cesarean section for cephalopelvic dispro- 


poriion and uterine inertia. Fetal distress, transverse presentation, diabetes melli- 


tus and some cases of midpelvic arrest of the fetus may justify cesarean section. 


The Use and Abuse of 


Cesarean Section 


JOSEPH P. DONNELLY* 


Vargaret Hague Maternity Hospital, Jersey City 


Tue ease with which a 
cesarean section can be 
performed has become 
a great advantage, but 
it also has become a 
hazard for the pregnaat 
woman. In 1940, the 
cesarean section rate? 
was 2 to 3 per cent. 
Subsequently, this rate 
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has risen to 4 to 12 per 
cent in some hospitals 
and to more than 15 per cent on some private 
obstetric services. In most instances, this in- 
crease is not justified by any marked decrease 
in the maternal or fetal mortality. 

The mortality reports of the maternal wel- 
fare committees of most states indicate that a 
very large percentage of maternal deaths fol- 
low cesarean section. Of 60 maternal deaths 
which occurred in New Jersey in 1955, 13 


*Medical Director, Margaret Hague Maternity Hospital, Jersey City. 
New Jersey. 

tAs used in this paper, the cesarean section rate is based on the 
number of live births. 
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(approximately 20 per cent) followed a ce- 
sarean section. The operation certainly is not 
without a definite mortality despite different 
reports of a series of 1000 consecutive cases 
in which it has been performed without a ma- 
ternal death. 

At the Margaret Hague Maternity Hospital. 
the cesarean section rate was 2.4 per cent in 
1942 (table 1). Subsequently, this rate in- 
creased to more than 4 per cent, but it was 
only 3.2 per cent in 1955. In the last 15 years. 
we have increased the use of cesarean section 
for some indications but have decreased its 
use for others. Fetal distress, transverse pre- 
sentation, midpelvic arrest of the fetus, and 
diabetes are some indications for which this 
procedure has been used more frequently. In 
1942 and 1943, only two cesarean sections 
were performed because of fetal distress: in 
1954 and 1955, 37 cesarean sections were per- 
formed because of this indication. These 37 
cesarean sections comprise 6 per cent of the 
cesarean sections that were performed in these 
two years. We believe that the salvage of 32 
of the 37 babies justifies the performance of 
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TABLE 1 


ESAREAN SECTION RATE AT THE MARGARET 
Hacue Maternity Hospitar 





CESAREAN SECTIONS 


YEAR LIVE BIRTHS | - Rate 
Number | (Per conti* 
1942 7,734 185 2.4 
1913 7,130 194 2.7 
19 |4 6,276 202 3.2 
1945 6,489 265 4.1 
1946 8,367 307 3.7 
1947 9,297 424 1.6 
1948 8,758 351 4.0 
1949 8,886 363 4.1 
1950 8,422 342 4.1 
1951 8,526 314 3.7 
1952 8,644 388 4.5 
1953 8,443 324 3.8 
1954 8,705 331 3.8 
1955 8,641 276 3.2 
114,318 4,266 3.6 








*Based on the number of live births. 


cesarean section for this indication. A fetal 
heart rate of less than 90 beats per minute is 
the principal indication of fetal distress, al- 
though the presence of thick meconium and a 
rapid or irregular fetal heart beat may be suf- 
ficient indication for a cesarean section in a 
case of vertex presentation. 

In 1952, Dr. John Connell reviewed 39 
cases of transverse presentation observed at 
the Margaret Hague Maternity Hospital. In 
the 13 cases in which a cesarean section was 
performed, the fetal mortality was 7 per cent. 
In the cases in which delivery was made by 
version and extraction, the fetal mortality was 
30 per cent. In addition, traumatic rupture of 
the uterus occurred in one case in which ver- 
sion was performed. In cases of transverse 
presentation, we now deliver almost all mature 
babies by cesarean section, since we believe 
that this method of delivery is safer for both 
the mother and the baby. 

Cesarean section also has been used more 
frequently than midforceps delivery in cases 
of midpelvic arrest of the fetus when it is 
thought that vaginal delivery might result in 
injury of either the mother or the baby. If it is 
believed that a forceps delivery will not be 
easy, a cesarean section is performed. 
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In cases of diabetes, we use a cesarean 
section if there is history of previous loss of a 
fetus, if toxemia is present, or if the baby is 
overly large, particularly if the breech is pre- 
senting. We also use this method of delivery 
if polyhydramnios develops suddenly or if 
there is a decrease in the movement of the 
fetus. In the last two years, the cesarean sec- 
tion rate has increased to 25 per cent in cases 
of true diabetes. 

The more liberal use of cesarean section for 
these indications raised our cesarean section 
rate to over 4 per cent for several years, but 
we now are doing fewer cesarean sections in 
cases of cephalopelvic disproportion than we 
did 15 years ago, and we also are doing fewer 
because of toxemia. However, the principal 
reason why our cesarean section rate now is 
less than 4 per cent is that 50 to 60 per cent of 
our patients who previously were delivered by 
cesarean section now are delivered vaginally. 
In many cases in which patients previously 
were delivered by cesarean section, they sub- 
sequently have been delivered by the vaginal 
route one or more times. 

The decrease in the rate for primary cesare- 
an section for cephalopelvic disproportion is 
attributable to two factors: (1) the judicious 
intravenous administration of PITocin® to 
stimulate contractions in cases of uterine in- 
ertia and (2) more effective labor. 

Although the use of Pitocin is contraindi- 
cated in cases of real cephalopelvic dispropor- 
tion, it is most useful in cases in which the 
uterine contractions suddenly decrease in the 
middle or near the end of labor. A vaginal 
examination should be performed to rule out 
the possible presence of true cephalopelvic dis- 
proportion before Pitocin is administered. 

I believe that women now approach labor 
with much less fear than they did 15 or 20 
years ago. As a result, they now have a more 
effective labor. We do not practice natural 
childbirth, but we do believe that there is a 
definite relation between the strength of the 
patient’s uterine contractions during labor and 
the amount of encouragement that she receives 
from her physician during her prenatal visits. 

We do not believe that a series of pelvic 
roentgenograms showing a small or medium 


45 





android pelvis should be substituted for a 
test of labor before a primary cesarean section 
is performed for cephalopelvic disproportion. 

Likewise, we believe that the so-called eld- 
erly primipara who is about 35 years old 
should be given a test of labor unless her 


pregnancy has been preceded by a long period 
of sterility, unless there is a history of repeat- 
ed abortion, or unless the pregnancy is com- 
plicated by toxemia or other serious complica- 
tions. The indication “elderly primipara” or 
“high social value of the child” is used only 
once for cesarean section for every 1200 to 
1500 live births. 

If these so-called elderly primiparas are en- 
couraged throughout their pregnancy and are 
told that they can have a baby as swiftly and 
as safely as their younger sisters, it is surpris- 
ing how many of them will have a short, effec- 
tive labor just to prove that their physician 
was right and that their neighbors were wrong 
when they told these women that they were 
too old to have a baby. 

In 1945 and 1946, the number of primary 
cesarean sections that were performed for 
cephalopelvic disproportion was one for every 
59 live births; in 1954 and 1955, only one ce- 
sarean section was performed for every 114 
live births. The cesarean section rate for this 
indication, therefore, has decreased from 1.7 
per cent in 1945 and 1946 to 0.87 per cent in 
1954 and 1955. In many cases in which diffi- 
cult labor formerly was believed to be due to 
cephalopelvic disproportion, it actually was 
due to uterine inertia. 

In any clinic, it will be practically impos- 
sible to keep the cesarean section rate below 
5 per cent if the rule “once a cesarean section, 
always a cesarean section” is followed. We be- 
lieve that following this rule has done more 
than anything else to increase the cesarean 
section rate. It causes many unnecessary op- 
erations which are not justified by any marked 
lowering of the fetal or maternal mortality. 

For the past 20 years, our practice has been 
as follows in cases in which a cesarean section 
has been performed previously. The pregnan- 
cy is allowed to progress to term, and the 
patients are permitted to go into labor unless 
a classic cesarean section has been performed 
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previously, unless two or more cesarean sec. 
tions of any type have been performed pre. 
viously, or unless definite fetopelvic dispro. 
portion was present at the time of a previous 
cesarean section. Of course, each patient must 
be studied individually. The measurements of 
the pelvis should be taken carefully, and roent. 
genographic pelvimetry should be used. Late. 
ly, 60 per cent of the patients who previously 
had been delivered by cesarean section subse- 
quently have been delivered by the vaginal 
route. In 1954 and 1955, we delivered 486 
patients who previously had been delivered by 
cesarean section. Of these 486 patients, 202 
subsequently were delivered by cesarean sec- 
tion and 284 were delivered vaginally. 

The principal and most frequently stated 
objection to allowing pregnancy to progress 
to term in a case in which a cesarean section 
has been performed previously and to allow- 
ing the patient to go into labor is the danger 
of rupture of the old scar, which may cause 
the death of the mother or the fetus. Of course, 
the scar may rupture at any time during the 
course of a subsequent pregnancy, but the most 
serious complete rupture will occur before the 
thirty-eighth week. The scars that are most 
likely to rupture are those resulting from a 
classic cesarean section. Scars also are more 
likely to rupture in cases in which more than 
one cesarean section has been performed. 

Elective cesarean section at the thirty-eighth 
week, therefore, cannot prevent a large ma- 
jority of the ruptures which occur, and it will 
result in a fetal mortality of 1 per cent due to 
unsuspected prematurity. 

During the past 20 years, we have delivered 
more than 4000 patients who previously had 
been delivered by cesarean section. A large 
majority of these patients were given a trial 
of labor, and about half of them were able to 
deliver their baby through the vagina. I be- 
lieve this indicates that patients who previous- 
ly have been delivered by cesarean section 
should be permitted to try to deliver their next 
baby through the vagina. 

During this period, we have had one mater- 
nal death as a result of rupture of the scar of a 
previous cesarean section. This death occurred 
at the twenty-eighth week of gestation. The 
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patien had a poor obstetric history. She had 
a partial placenta accreta, and she was in a 
state of shock when she was admitted to the 
hospital. Although a total of 3000 cc. of blood 
was transfused at various times, she died of 
renal failure nine days after the operation. 

Hess' recently has reviewed the perinatal 
mortality associated with cesarean section at 
the Grace-New Haven Community Hospital. 
Five hundred and seventy-one cesarean sec- 
tions were performed at this hospital between 
February 16, 1953 and February 16, 1955. 
The indication for 340 (59 per cent) of the 
571 cesarean sections was a previous cesarean 
section. It may be of interest to compare the 
perinatal mortality associated with these 340 
repeat cesarean sections with the perinatal 
mortality in 486 cases in which patients who 
previously had been delivered by cesarean 
section subsequently were admitted to the 
Margaret Hague Maternity Hospital for de- 
livery. Repeat cesarean section was performed 
in 202 (41 per cent) of the 486 cases, and the 
patients were delivered vaginally in the re- 
maining 284 cases (59 per cent). 

The perinatal mortality associated with the 
340 repeat cesarean sections performed at the 
Grace-New Haven Community Hospital was 
4.1 per cent for babies that weighed more than 
1000 gm. In our series of 486 cases, the peri- 
natal mortality for babies of this weight was 
2.3 per cent. All but three of the fetal deaths 
occurred before the thirty-seventh week of 
gestation and could not have been prevented 
by performing an elective cesarean section at 
the thirty-eighth week. In two of the three 
cases in which death of the fetus occurred 
after the pregnancy had progressed to term, 
the babies died because of anomalies incom- 
patible with life. In the other case, the fetal 
heart ceased to beat one-half hour before the 
end of a labor which lasted for three hours. 
In this case, there was no separation or defect 
of the scar resulting from the previous cesare- 
an section. If we had performed a cesarean 
section in the 284 cases in which the patients 
were delivered vaginally, we might have saved 
the life of this baby. 

These two series of cases may be too small 
to compare the safety of giving patients with 
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a history of previous cesarean section a trial 
of labor or of doing an elective repeat section 
on all these patients at 38 weeks. There cer- 
tainly is not any increased risk of morbidity 
or mortality to the mothers or babies in allow- 
ing a trial of labor. Fifty-nine per cent of the 
mothers avoided a repeat cesarean section and 
delivered vaginally when they were given a 
chance. However, it must be admitted that it 
is definitely advantageous for the obstetrician 
to perform an elective cesarean section in- 
stead of having to keep the patient under care- 
ful observation before the delivery of her baby 
by the vaginal route. 


Summary and Conclusions 


The increased use of cesarean section prob- 
ably is justified in cases of fetal distress, trans- 
verse presentation and diabetes mellitus. It 
probably should be used instead of midforceps 
delivery in some cases of midpelvic arrest of 
the fetus. 

A cesarean section rate of more than 5 per 
cent is hardly justified unless this method of 
delivery results in a marked lowering of the 
maternal and fetal mortality. In 50 to 60 per 
cent of cases in which a cesarean section has 
been performed previously, the patients sub- 
sequently can be delivered vaginally without 
any significant increase in the maternal or 
fetal mortality. The cesarean section rate for 
cephalopelvic disproportion and uterine in- 
ertia has decreased in the last 15 years. Pri- 
mary cesarean section for cephalopelvic dis- 
proportion and uterine inertia can be avoided 
by the judicious intravenous administration 
of Pitocin. 

American women now approach childbirth 
with less fear than they did in former years. 
Therefore, it is surprising that many physi- 
cians fear childbirth and that the cesarean sec- 
tion rate has increased to 15 per cent in some 
hospitals. It is possible that some lectures on 
childbirth without fear should be given to 
physicians as well as to the patients. 
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The Tired-Mother Syndrome 


LEONARD L. LOVSHIN* 


The Cleveland Clinic Foundation, Cleveland 


Most young mothers 
are tired. Some are 
tired occasionally, oth- 
ers almost all the time. 
Seldom is this fatigue 
due to organic disease. 
There are just too 
many things for them 
to do in too short a 
time! A tired mother is 
not necessarily malad- 
justed—she is spent; 
not burdened with guilt—merely overly con- 
scientious; and, most important of all, she is 
not sick—just tired. We physicians, in our de- 
sire to be of service, often forget this, as wit- 
ness the long list of medications we prescribe 
to be swallowed or injected for the relief of 
fatigue. Recent studies strongly indicate that 
young mothers are supposed to be tired, and 
support the concept of an entity called the 
tired-mother syndrome. 
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Etiology and Symptoms 


Since fatigue cannot be measured objec- 
tively, the severity of the problem depends 
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It is unnecessary and unwise to call every 
benign functional syndrome psychoneuro- 
sis. Recent studies support the concept of 
an entity called the tired-mother syndrome. 
In a study of 48 tired mothers, significant 
organic disease was not found. They were 
just trying to do too much, too perfectly. 
Consumption of oral vitamin preparations 
for fatigue is at an all-time high, and so 
too is the number of tired people. 
Medication can and should be used for 
symptomatic relief in the management of 
the tired-mother syndrome, but no medica- 
tion is a substitute for the physician’s re- 
assurance based on careful examination. 
The patient must learn to live within her 
supply of energy. 


largely on how graphic a description the pa- 
tient herself offers. It is not unusual for each 
victim to feel that she alone is really tired. 
whereas her vocal friends just complain of 
being so. (Since there is no evidence to the 
contrary, the physician has just as much right 
to assume that his own fatigue is greater than 
the patient’s, and he often does so.) 

The tired-mother syndrome, in its most com- 
mon form, usually afflicts a worrisome, tense, 
overly conscientious mother who cannot quite 
keep up with all the tasks she has set for her- 
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seli. She begins to feel tired, run-down and 
irrilable, and any of a large number of somatic 
symptoms may develop which worry and con- 
fuse her. Since the tiredness is not relieved by 
rest and often is even more pronounced after 
a night’s sleep, the tired mother becomes con- 
vinced that she has some serious disease. Her 
reading of medical articles in women’s maga- 
zines having acquainted her with a number of 
major diseases, she soon is prepared to ac- 
cept the fact that she has one or even several 
of them. 

No psychoanalysis or deep psychic probing 
by the physician is needed for him to under- 
stand the situation. This patient’s workday is 
16 hours; she works seven days a week; and 
she has no union to protect her. Often she has 
not had a vacation in years, only the brief 
time allotted her for convalescence after child- 
birth. Perhaps she has had a recent vacation, 
of a type which compounded her chores and 
responsibilities and produced more fatigue 
and worry. Some women are beset with great 
problems—an unhappy marriage, death of 
loved ones—and in them a situational reac- 
tion with fatigue as a prominent symptom is 
not unexpected. 

Many tired mothers, however, are not ex- 
posed to really major troubles and problems, 
only to a never-ending series of minor ones. 
Even the best husband is a difficult creature, 
and the boundless activity of normal children 
can produce fatigue in parents who merely ob- 
serve it. Despite laborsaving devices in the 
home, life has become more complicated, not 
less. The modern mother is required to be 
housewife, handyman, chauffeur, child psy- 
chologist and clubwoman. Her calendar is 
crowded with many activities: P.T.A., Scout- 
ing, church work, shopping, charity work and 
health drives. Since children, for some reason, 
no longer walk more than a few blocks, a 
mother’s time may be largely taken up by 
hauling her own children and those of others 
from place to place. Thus, the long-awaited 
second car sometimes precipitates a state of 
fatigue in the chauffeur-mother. Furthermore, 
the modern custom of having the family pets 
join the household, while contributing to fam- 
ily morale—and so-called togetherness—means 
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more work for mother. Raising a litter of pups 
in an urban home easily occasions as much 
worry and expenditure of energy as being a 
Cub Scout den mother, and a cat can be almost 
as demanding as a debutante. 


Subtypes of Tired Mothers 


There are several subtypes of tired mothers. 
One common type is the working mother. A 
woman who by necessity or choice holds down 
an outside job usually has a full day’s work 
awaiting her when she gets home. It is easy to 
see why chronic fatigue overtakes her. 

The older mother often has a difficult time 
of it; at the age of 40 years, the nervous sys- 
tem has less resilience than at 20 years. The 
tired mother (subtype “older” ) may have mar- 
ried after the age of 30 years and may be 
more mature than most mothers with young 
children; for her, all the activities mentioned 
previously are just a bit more difficult. 

The displaced-person tired mother is a 
woman-in-a-hurry. She likes America and 
wants to become Americanized as soon as pos- 
sible. In order to buy a car and a house and 
all the new appliances, the immigrant mother 
frequently takes on an outside job—often as a 


cleaning lady. She usually possesses a good 


deal of energy and strength, but spends them 
lavishly. After about five years, by the time 
she is eligible for citizenship, she is so Ameri- 
canized that she joins the ranks of our native- 
born tired mothers, and is so affluent she is 
able to afford the luxury of telling a doctor 
about her constant tiredness. 

When the expenditure of energy exceeds 
the supply, chronic fatigue results (figure 1). 

The amount of work accomplished is not 
necessarily an index of the amount of nervous 
energy used, since worry, indecision and un- 
happiness drain off more than does purpose- 
ful activity. Thus we see the tired mother who 
is constantly fatigued even though she accom- 
plishes little. 

People vary widely in the supply of energy 
they possess. In some, the reservoir is almost 
inexhaustible; in others the supply is meager 
indeed. The amount of energy or drive prob- 
ably is genetic in origin, as much so as physi- 
cal height or foot size—and it varies much 
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FIGURE 1. 


more. Apparently this drive has little relation- 
ship to the amount of intelligence, but most 
successful people have a good supply of both. 
An exceptional amount of drive may be re- 
sponsible for considerable success in certain 
fields, even though it is coupled with meager 
intelligence. On the other hand, some highly 
intelligent people do not attain prominence 
since they lack the nervous energy that drives 
one toward accomplishment. 

It must not be assumed, however, that the 
person with a small amount of energy is the 
only tired one; more often it is the person 
with a great amount of energy. Thus, we have 
the clinical paradox of the P.T.A. chairman 
and organizer—the lady who takes care of 
every charity drive and all the public chauffeur- 
ing on the block—who complains bitterly of 
being tired and demands injections of some- 
thing to increase her strength and productivity. 
Many of these mothers are conscientious, per- 
fectionistic and self-critical. They have no pa- 
tience with people who do not “do things,” 
and least of all with themselves when they feel 
that the exceedingly high goals they have set 
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have not been reached. These women are great- 
ly above the average in the amount of energy 
they possess, but often are quite unhappy be- 
cause some public figure has even more. On 
the other hand, there are women with exceed- 
ingly low stores of energy who have no com- 
pulsion to get things done, who live content- 
edly amidst the squalor their inaction has 
produced. 


A Study of Tired Mothers 


Over a period of several months, 211 women 
were given complete general physical examina- 
tions. Of these women, 60 had one child or 
more less than 16 years* of age and were des- 
ignated as “mothers” for the purpose of this 
study. Some of the mothers offered tiredness as 
the main reason for seeking medical aid; others 
listed it with other complaints. If chronic 
fatigue was not the chief complaint or not 
menticned prominently in the detailed history. 
the mother was asked, “Are you generally 


*This age was selected arbitrarily and may be too low. 


Some competent observers claim that children from 18 
to 21 years of age are the most stress-provoking of all. 
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mor tired than you think you ought to be?” 
An ffiirmative answer entitled the patient to 


be included in the category of tired mothers. 
The results of this study are shown in figure 2. 

li should be stressed that no significant or- 
gan: disease was found in the 48 mothers 
who stated that they were overly tired. Of the 
12 mothers not listed as tired mothers, eight 
had organic disease and four had routine 
checkups. All in all, they were a singularly 
healihy group! The 28 patients listed as “‘nor- 
mal” tired mothers were women of average 
emotional stability without any major prob- 
lems contributing to a situational anxiety re- 
action. They were just trying to do too much, 
too perfectly. 

None of the tired mothers were less than 20 
years of age (table 1). This could mean that 
teen-age mothers have resilient nervous sys- 


TABLE 1 


Ace or TireD MoTHERs 





YEARS | NUMBER OF MOTHERS 


20-4 ll 
304 | 27 
40+ 10 

48 


Total 





tems, that infants do not cause as much stress 
as older children, or that the husbands are 
not yet making enough money to enable the 
wives to consult doctors. 

An analysis of the number of children being 
raised by the tired mothers shows that the 
number of children has no bearing on the 
problem (table 2). Apparently, a tired mother 
with one child worries four times as much, 
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per child, as the mother with four children. 

Treatment prior to study—Table 3 indi- 
cates the type of treatment previously used. 
Since about half of the tired mothers were 
“new tired mothers,” the treatment refers to 
only about 30 patients. Again, it should be 
pointed out that none of them had significant 
organic disease. The administration of vita- 
mins was the most popular treatment, and in- 
jections were given more frequently than were 
pills. Vitamin B,, injection led the list (six 
patients); apparently it is now more popular 
than vitamin B, injection (two patients) 
though the rationale of using any vitamin in- 
jection in healthy tired mothers is difficult to 
determine. Included in the category of “nerve 
pills” are the tranquilizers. None of the six 
mothers who received estrogen therapy were 
in the menopause. 


Common Ways of Treating 
Chronic Fatigue 


The results of treatment depend essentially 
on how much underlying neurosis is present. 


TABLE 2 


NuMBER OF CHILDREN OF TiRED MoTHERS 








NUMBER OF CHILDREN PER MOTHER | NUMBER OF MOTHERS 
| 





1 11 
2 21 
3 10 
} 3 
5 2 
6 il 

Total 48 

TABLE 3 


Previous TREATMENT FOR TixED MoTHERsS 





rHERAPY NUMBER OF MOTHERS 


Vitamins 10 
Nerve pills 9 
Estrogens 6 
Thyroid 6 
Iron 1 
“Sinus” 3 
“Virus” 2 
Pep pills 2 


Miscellaneous 








In the relatively “‘pure”’ tired-mother syn- 
drome almost anything seems to be effective 
since the condition is self-limited. When the 
fatigue is merely a manifestation of neurosis, 
or when serious situational factors exist, medi- 
cines cannot be expected to give much help. 
In practice, three main methods of treatment 
are utilized; each has its enthusiastic propo- 
nents, although the lines are not strictly drawn 
and many successful physicians use all three. 

1. Substitution method—An organic-sound- 
ing term is used to explain the fatigue although 
no organic disease really is present. This sub- 
stitute organic condition is then treated vig- 
orously. Some of the more popular terms are 
“anemia,” “low blood pressure,” “hypome- 
tabolism,” “change of life” and, sometimes, 
just “female trouble.” 

Anemia, when used as a substitute, is of a 
peculiar type. The blood hemoglobin content, 
usually determined by the Tallqvist method, 
is most often 70 per cent of normal. After 
much treatment with liver, vitamin B,., iron 
and red meat, the hemoglobin remains at 70) 
per cent of normal. 

The physician is often tempted to make a 
diagnosis of “low blood pressure” because it 
is so easy to explain to the patient—almost 
every woman “knows” that low blood pressure 
causes tiredness. The treatment for this is the 
same as for the anemia already mentioned and 
the result is just as good. 

Our investigations suggest that “low me- 
tabolism” is often used when the mother is 
tired; there are no signs of hypothyroidism, 
and the basal metabolic rate is minus some- 
thing. It may respond somewhat to the ad- 
ministration of thyroid (after several years) 
but vitamins help just about as much. 

“Female trouble” has been treated for many 
years by a famous commercial firm, apparent- 
ly with great financial success. Of course, there 
are other substitutive diagnoses that may be 
used, but as knowledge of medicine is being 
more widely disseminated among mothers. 
newer and more fashionable substitutive ill- 
nesses must be devised. 

2. Subtraction method—In this system the 
fatigue is blamed on some bad habit, so the 
offending agent is subtracted or taken away. 
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An example is overeating; there are many 
goo. reasons why the weight should be con- 
trolled, but it is doubtful that moderate obesi- 
ty is a cause of nervousness and fatigue. 
Weizht reduction, in this instance, can only 
be expected to change a plump tired mother 
into a lean one. There are also many good rea- 
sons for forbidding the use of tobacco, but an 
increase of energy and strength is generally 
not observed when smoking has been cur- 
tailed. Thus there are many things that can be 
blamed for the fatigue, and many things for- 
bidden—alcohol, coffee, tea, soft drinks. This 
is a good system because the discerning phy- 
sician can find something to take away from 
almost everyone. 

3. Subalimentation theory—The propo- 
nents of this theory hold that when no organic 
disease can be demonstrated chronic fatigue 
must be due to poor eating habits and subse- 
quent lack of vitamins. Since no busy mother 
ever has time to eat properly, this system can 
be used to cover all of them. Vitamins are 
then prescribed. It is difficult to see why the 
tired mother should so often lack only vita- 
min B,.—and why a few years ago more of 
them lacked vitamin B,. It is also difficult to 
understand why injections of vitamin B, (pref- 
erably given intravenously) are more effective 
than is thiamine chloride given by mouth. 

The use of mixed oral vitamin preparations 
for nonspecific conditions, including tiredness, 
has become so widespread that these products 
are often no longer regarded as medical agents. 
Their efficacy in the prevention and treatment 
of ordinary nervous fatigue can be judged by 
the fact that while consumption of them is at 
an all-time high, so too is the number of tired 
people. 

It is important to realize that most tired 
mothers are not being treated by the medical 
profession. Spurred on by lurid commercial 
advertising and quiz-show sponsors, tired peo- 
ple throughout the land are turning to the pat- 
ent medicines for infusions of pep and energy. 
The fountain of youth has been discovered on 
Madison Avenue, and its elixir has been bot- 
tled, labeled and distributed so that all can 
partake of it. The concept of “tired blood” 
may not be based on sound medical principles, 
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but it represents a triumphant example of the 
adman’s art. 


Preferred Method of Treatment 


The use of placebos and other psychologic 
aids under the supervision of the medical pro- 
fession is not to be condemned. Emotional 
support always has been, and will remain, one 
of the most valuable phases of therapy. How- 
ever, in the management of the tired-mother 
syndrome no medication can take the place 
of the physician’s forthright reassurance based 
on the confidence acquired from a careful and 
thorough physical examination. The non-neu- 
rotic tired mother appreciates learning that 
she has no organic disease; the knowledge 
that she is not developing multiple sclerosis 
like the lady down the street gives her a meas- 
ure of relief. Her physician owes her an ex- 
planation of the mechanism of her symptoms 
insofar as they are understood in these early 
years of somatopsychic research, knowing full 
well that tomorrow there may be a new and 
better explanation. It is better not to plant a 
disease (no matter how innocuous) where no 
disease exists. The patient sometimes appreci- 
ates knowing that all mothers are tired at one 
time or another, and that her complaint is not 
unusual. A wise physician will not make light 
of a symptom that can be so bothersome and 
obnoxious as chronic fatigue, even though he 
may be convinced that he is the more tired 
one. On the other hand, he need not overem- 
phasize the importance of something most of 
us must learn to live with. Sometimes help can 
be given to resolve relatively simple situation- 
al problems. 

Beyond these measures contributed by the 
physician there are many other things that 
induce a remission, often simple things, but im- 
portant just the same: a bit more love and un- 
derstanding from the husband, a trip (especial- 
ly without the children), a new hat, Johnnie’s 
all-A report card, a successful church supper, 
catching up on the bills, the coming of spring. 
The mere fact that liver, iron, tonics and vita- 
mins seem to work wonders in the tired moth- 
er is proof that the condition often is benign 
and self-limited. 

Medication can, and should, be used for 
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symptomatic relief. A few sleeping capsules 
for a distraught mother who has lost a near 
relative can do much good. The proper medi- 
cal treatment for associated migraine or ir- 
ritable bowel can be valuable. Mild daytime 
sedation as a temporary measure is often help- 
ful, and the risk of habituation in the relative- 
ly well-adjusted person can be dismissed. Tran- 
quilizers have not been a panacea; in fact, 
they may be contraindicated in many in- 
stances. It is sometimes felt that tranquilizers 
would be more helpful to the tired mother if 
they were administered to the husband, chil- 
dren or even the family pets! 

Pep pills of the amphetamine type have 
only limited usefulness, and the psychic ener- 
gizers of the monoamine oxidase inhibitor 
group must be further studied. The adminis- 
tration of potentially harmful drugs in the 
treatment of a mild and benign condition is 
not warranted. 

When fatigue is a manifestation of underly- 
ing neurosis, treatment is much more difficult. 
Nothing helps in many instances, and even 
psychiatric therapy is often disappointing— 
especially when the presence of a fatigue state 
results in secondary gain. It is not likely that 
fatigue which is part of a traumatic neurosis 
will be improved by any means until the mat- 
ter of compensation has been settled. 

Particularly tragic are those instances of 
the tired-mother syndrome associated with 


serious situational problems. What can one 
say to, or prescribe for, the young mother who 
has just lost a child with acute leukemia? How 
little can be done for the brave woman who 
raises a fine family in spite of being burdened 
with a brutal or drunken husband. 

Fortunately, however, most tired mothers 
are not afflicted with neuroses—they are just 
trying to do too much. They are not confront- 
ed by large insolvable problems—they are 
merely exposed to a myriad of smaller ones. 
It is the duty of the physician to conduct a 
careful and thorough physical examination, to 
reassure, explain, and try to educate his pa- 
tient to conserve her energies for the most im- 
portant activities instead of squandering her 
resources on worry, indecision and discontent. 
He must teach her, if he can, that we are born 
with variable amounts of drive and nervous 
energy, and that each of us must learn to live 
within his means. 

It may do no good, but it can certainly do 
no harm to point out to the patient that the 
last generation of tired mothers came through 
it all very well, and that now as grandmothers 
they think back, misty-eyed, to days long ago, 
and wish they could return to that period of 
woman’s greatest productivity, those glorious 
days when the children were young, the de- 
mands great, the time too short—those won- 
derful days when they as mothers were en- 
thusiastic, hard-working, and very, very tired. 
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Principles for the Management 
of Patients With Leukemia 


ROBERT F. SCHILLING* 


University of Wisconsin Medical School, Madison 


Tue gloomy picture of 
leukemia that the lay 
press gives to the pub- 
lic is erroneous. True, 
the child with acute 
leukemia presents a 
most heart-rending sit- 
uation and is a natural 
topic for the newspa- 
pers. However, the gen- 
eral public’s concept of 
leukemia is that given 
by a newspaper pic- 
ture-story of a child having an early birthday 
because of acute leukemia. Chronic leukemia 
as seen in adults is not nearly so fulminant a 


ROBERT F. 
SCHILLING 


disorder. 

The incidence of acute leukemia is increas- 
ing. Studies from four different continents 
have provided good evidence of this. The evi- 
dence for an increase in the incidence of 
chronic leukemia is not quite so convincing. 

Treatment of acute leukemia is highly un- 
satisfactory, and I am going to make what I 
suppose is rather an unorthodox recommenda- 
tion. I think the state of affairs in regard to 
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Patients with chronic leukemia should be 
treated for signs and symptoms of activity 
of their disease, not just because a diag- 
nosis has been established. Roentgen ther- 
apy, radioactive phosphorus and MYLERAN® 
are effective in inducing good remissions 
in chronic granulocytic leukemia. In chron- 
ic lymphocytic leukemia, roentgen therapy, 
nitrogen mustard, triethylene melamine or 
chlorambucil often is effective. Therapy 
of acute leukemia is most difficult at pres- 
ent, and referral of such patients to heme- 
tology centers for therapy will help in the 
search for more effective treatment. Ad- 
renocortical steroids and blood transfu- 
sions also are very helpful in certain phases 
of the leukemic process. 


acute leukemia is so unsatisfactory and there 
is so much confusion as to the right drug to 
use that the profession should contribute to 
statistical studies to try to find out which of 
the available drugs is better than the others. 
This cannot be done by isolated case reports. 
It requires a study plan. Many large medical 
centers are engaged in cooperative treatment 
study plans designed to adduce statistical evi- 
dence for or against the value of antileukemic 
agents. This does not mean the patient will 
get poorer care, but it does mean that some 








TABLE 1 


SYMPTOMS AND SIGNS OF LEUKEMIA 





Anemia 
Thrombopenia 
Neutropenia 
Tumor mass 
Hypermetabolism 
Bone pain 





information will come from the many patients 
who have acute leukemia. The average life 
span of a child treated for acute leukemia is 
only 12 to 14 months; surely we should co- 
operate in any reasonable effort to change this 
to years. 

I should like to discuss mainly chronic lym- 
phocytic leukemia and chronic granulocytic 
leukemia, two disorders which can be treated 
with very gratifying results, although not 
cured. You are aware that the correct diagno- 
sis of any form of leukemia carries with it the 
implication of an incurable disease. When that 
is no longer true, a tremendous landmark in 
medicine will have been passed. 

Table 1 indicates the kind of symptoms pa- 
tients with leukemia have when they come to 
a physician. Symptoms referable to anemia, 
thrombopenia or neutropenia usually are due 
to failure of the bone marrow, although occa- 
sionally cytopenia may be due to excessively 
rapid destruction of the cells. The tumor masses 
would be an enlarged spleen or lymph nodes 
and, rarely, skin infiltrations. Hypermetabo- 
lism is a less obvious symptom complex in 
chronic granulocytic leukemia. On occasion 
such patients will present with the story that 
they have been losing weight although their 
appetite is excellent. They sweat freely and are 
somewhat intolerant to heat. The story is so 
suggestive of hyperthyroidism that this con- 
dition has long been recognized as a differen- 
tial diagnostic problem. The thyroid is not 
overactive and is not the cause of hyperme- 
tabolism in this form of leukemia. The appar- 
ent cause is the very large tumor mass. The 
bone marrow is a large organ, about 1400 gm. 
or more in an adult. When involved with leu- 
kemia it may be several times the normal size. 


56 


The liver, spleen and other organs also may 
have active tumor growth. Bone pain is seen 
most often in children with acute leukemia. 

The objective in the management of pa- 
tients with leukemia is to prolong useful and 
comfortable life at a minimum of expense to 
the patient. Because one does not anticipate a 
cure, one should observe the ancient dictum, 
first of all do no harm, especially in those 
patients not yet sick enough to be totally in- 
activated; many patients with chronic leuke- 
mia carry on very active lives for many years 
after the diagnosis has been made. 

The tools used in management are essential- 
ly of three categories: (1) replacement of 
hemoglobin by transfusion, (2) inhibition or 
regression of tumor by administration of radia- 
tion therapy, and (3) chemotherapy. Radia- 
tion may be directed at a certain organ or 
tumor mass, such as the spleen or lymph 
nodes, or internally administered in the form 
of radiophosphorus (P**). Recently there has 
been a flurry of interest in giving P* in the 
form of a colloidal substance. There is as yet 
no evidence that this is a significant advance 
over conventional x-ray therapy. Those of you 
who do not have facilities to administer radio- 
isotopes need not feel that your patients with 
leukemia or lymphoma are getting poor treat- 
ment. There is as yet no evidence that you are 
neglecting the patients’ welfare if you do not 
have access to radioisotopes for the treatment 
of this category of disease. One would perhaps 
make an exception for polycythemia vera. 
Here it is generally considered that radio- 
active phosphorus is a better treatment than 
x-ray therapy to the spleen or general body 
radiation. 

The forms of chemotherapy have changed 
considerably but the general categories apply. 
One would be adrenocortical steroids. I do 
not know if it is fair to call this chemotherapy 
but it is clear that in some forms of leukemia. 
especially chronic lymphocytic leukemia, ste- 
roids are helpful in causing regression of 
tumors and enhancing erythropoiesis. In the 
management of leukemia the anti-folic acid 
compounds are of use only in the acute dis- 
ease. There is some evidence that they are use- 
ful in choriocarcinoma. 
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( hronic Lymphocytic Leukemia 


Chronic lymphocytic leukemia is a disorder 
affecting the bone marrow, lymph nodes and 
spleen. If it happens to be isolated in a single 
set of lymph nodes and has not involved the 
bone marrow, the surgeon takes a biopsy and 
the pathologist reads it as lymphosarcoma. If 
it happens to have invaded the bone marrow 
and the cells are in the peripheral blood, the 
physician makes a diagnosis of chronic lym- 
phocytic leukemia. Basically the same disease 
is present in both instances; in one the ex- 
pression is in the peripheral blood and bone 
marrow, and in the other it is not. There is one 
important clinical differentiation, and that is 
if the tumor is localized to one set of lymph 
nodes one hopes in some instances to effect a 
total cure. If lymphosarcoma had not become 
leukemia or had not spread to several regions 
of lymph nodes, one would attempt a cure. 
Surgical resection followed by intensive local 
x-ray therapy has apparently resulted in cure 
for 10 or 20 years or more without recurrence. 

When the chronic lymphocytic leukemia is 
expressed in the bone marrow and peripheral 
blood, one does not effect a cure. This disease 
is more common in persons more than 60 years 
of age. It is a disease of older life and usually 
progresses more slowly than chronic granulo- 
cytic leukemia. The average life span after 
diagnosis is about a year longer than the life 
span for chronic granulocytic leukemia. 

The agent of choice in chronic lymphocytic 
leukemia is, first of all, x-ray therapy. This is 
good for a large spleen and for large lymph 
nodes. If the nodes are large enough to be 
causing symptoms, local treatment is given to 
the nodes. If they are very small and the 
spleen is not grossly enlarged but anemia is 
the chief cause of symptomatology, one would 
use either general body radiation or chemo- 
therapy. The chemotherapeutic agent which I 
have found most helpful, perhaps because I 
have used it more than some of the more re- 
cent ones, is triethylene melamine. It is a 
powerful drug in chronic lymphocytic leuke- 
mia. Use 2.5 mg. once every 5 to 10 days until 
you see how the patient is going to respond to 
it. Do not give patients with chronic lympho- 
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cytic leukemia more than 5 mg. a week. Some- 
times they are amazingly sensitive to it, and 
not only the lymphocytes but also the platelets 
and neutrophils fall sharply and the patients 
may suffer symptoms due to thrombopenia or 
neutropenia. On occasion, triethylene mela- 
mine is a very effective agent and may lead to 
a gratifying remission with a rise in hemo- 
globin, shrinkage of nodes, and a marked 
sense of well-being. The remission may last a 
couple of years following the administration 
of several tablets of triethylene melamine. 
Maintenance therapy with this agent is not 
generally employed. 

One of the newer agents advocated is chlo- 
rambucil (LEUKERAN®). This is highly effec- 
tive in chronic lymphocytic leukemia or lym- 
phosarcoma. (I use those two terms as if they 
were different; I tried to demonstrate earlier 
that the two terms come up through different 
avenues of diagnosis and do not necessarily 
represent fundamentally different tumors.) We 
use chlorambucil in a dosage of about 4 to 8 
mg. a day, depending on the size of the pa- 
tient and the size of the tumor mass. Start with 
6 or 8 mg. a day and observe the patient’s 
leukocyte count perhaps twice a week. One 
does not anticipate much change with this 
drug for 7 to 14 days after starting therapy. 

One complication of chronic lymphocytic 
leukemia which one should bear in mind is 
the possibility of acquired hemolytic anemia. 
Such patients usually will have a markedly 
elevated reticulocyte count, an elevation of the 
indirect-reacting serum bilirubin, and severe 
anemia. Treatment with adrenocortical ste- 
roids often is helpful, and on occasion, when 
the hemolysis is severe and there is evidence 
from radioisotopic studies that the spleen is an 
important element in the hemolytic disorder, 
splenectomy may be beneficial. 


Chronic Granulocytic Leukemia 


Chronic granulocytic leukemia is not known 
in a localized form. Concerning the treatment, 
I would like to present data showing the use 
of 1,4-Dimethanesulfonoxybutane (Myleran). 
This compound, a derivative related to nitro- 
gen mustard, has a powerful neutropenic effect 
in rats. It has been found to be of real value 
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TABLE 2 


THERAPY OF CHRONIC GRANULOCYTIC LEUKEMIA WITH MyYLERAN 





HEMOGLOBIN 
(GRAMS PER 100 ML.) 


DATE LEUKOCYTE COUNT 


September 1953 160,000 
October 1953 67,000 
November 1953 37,000 
December 1953 38,000 
February 1954 18,000 
May 1954 9000 
September 1954 9000 
December 1954 27,000 
May 1955 57,000 
December 1955 19,000 
July 1956 45,000 
November 1956 7000 
March 1957 52,000 
September 1957 24,000 
January 1958 19,000 
July 1958 17,000 
January 1959 41,000 


MYLERAN DOSAGE 
( MILLIGRAMS 
PER DAY) 


SPLEEN 
(CENTIMETERS BELOW 
COSTAL MARGIN) 


12.0 3 4 

4 
13.3 4 4 
14.1 0 4 
14.1 0 2 
15.3 0 0 
13.4 0 0 
14.8 4 2 
12.0 3 2 
12.1 0 2 
10.3 3 2 
11.6 0 
10.4 3 
11.9 3 
13.4 3 3 
12.3 2 2 
10.9 6 3 





in chronic granulocytic leukemia. Table 2 
shows the data in the case of a 40 year old 
farmer who in 1953 came to the hospital be- 
cause of increased sweating, weight loss and 
loss of energy. His leukocyte count was 160,- 
000. His hemoglobin level was 12 gm., which 
would represent mild anemia for a man of his 
age. The spleen was 3 cm. below the costal 
margin. He was given Myleran in September 
1953, and the leukocyte count dropped to 18,- 
000 over a period of five months. He was last 
seen in January 1959, and he has worked 
every day. He has been receiving only oral 
Myleran; he has not had radiation therapy nor 
has he been given transfusions. The spleen be- 
came impalpable. The drug has had no side 
effects in this case so far as is known. 

When patients with chronic granulocytic 
leukemia have a good remission, there should 
be a rise in hemoglobin, a fall in the leukocyte 
count, and a diminution in size of the spleen. 
The patient should gain in strength and per- 
haps have an increase in weight. 


Other agents useful in the treatment of 
chronic granulocytic leukemia are x-ray ther- 
apy to the spleen and radioactive phosphorus. 
Urethan is not commonly used now. It is not 
nearly as good as Myleran, radioactive phos- 
phorus, or x-ray therapy. It is very convenient 
and gratifying simply to give a pill and induce 
a lasting remission in chronic leukemia, but 
chemotherapy is not necessarily proved to be 
better than conventional roentgen therapy for 
treating this disease. 


Summary 


With a judicious approach, patients with 
chronic leukemia can be helped. Frequently 
they may be productive, useful citizens, and 
for periods exceeding five years. Statistics in- 
dicate that about 50 per cent of the patients 
live five years or more after a diagnosis of 
chronic granulocytic or chronic lymphocytic 
leukemia, and with proper medical manage- 
ment most of this time they can live effective. 
useful and happy lives. 
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Drug Therapy of Hypertension 


in Old Age 


ROBERT W. WILKINS* 


Boston University School of Medicine, Boston 


Definitions 


Ir has been said that 
an elderly person is 
somebody 20 years old- 
er than yourself, but 
for purposes of this dis- 
cussion it is someone 
60 years of age or old- 
er. In this age group 
one must assume that 
other diseases may be 
present besides hypertension; in our popula- 
tion at least, atherosclerosis is almost univer- 
sal at age 60 and over. Thus the treatment of 
hypertension in elderly persons differs from 
its management in younger age groups, and is 
surrounded by some additional precautions. 

Essential hypertension, the typical type, is 
a young person’s disease, at least in onset. The 
average age at onset is 32. The average age at 
death used to be 52; we think it is increas- 
ing, but statistics are not fully adequate on 
that point. 

What is hypertension? Of course one can 
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Drug therapy of hypertension in elderly 
patients should be conservative and de- 
signed to moderate the diastolic pressure 
gradually, not to normalize it suddenly. 
Rauwolfia, Veratrum, chlorothiazide and, 
occasionally, hydralazine may be given 
cautiously, alone or in combination. 
Before using drugs to treat hypertension 
the physician should ask himself whether 
his objective is to make the patient's life 
more productive and enjoyable or merely 
to lower the blood pressure. 


pick any figure in the younger person, but we 
usually say that if the blood pressure is con- 
sistently above 150/90 or 150/100 it is hyper- 
tension. As age advances it is necessary to 
pay less attention to systolic pressure and more 
to diastolic pressure, because the hardening 
process in the arteries tends to widen the 
pulse pressure, particularly by the elevation 
of systolic pressure. | do not mean that the 
systolic pressure is of no significance. If you 
have an elderly patient whose blood pressure 
is 200/80, I would not regard that as hyper- 
tension or as requiring treatment for hyper- 
tension. If, on the other hand, the blood pres- 
sure is 220/100 (the same spread of pulse 
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pressure), | think one would have to assume 
the patient has some hypertension. 


Aim of Therapy in Hypertension 


A factor worth considering is the outlook 
or prognosis in hypertension in elderly peo- 
ple and what you expect therapy to accom- 
plish. Obviously the aim of therapy is not 
solely to prolong life but includes making life 
more pleasant, more supportable, more pro- 
ductive, less painful, and so on. The physi- 
cian should ask himself, when he thinks of 
therapy in any hypertensive patient, What am 
I aiming to achieve? Is my effort merely to 
satisfy myself and my patient by lowering the 
blood pressure reading? If you have no other 
objective in mind, then in my opinion the 
achievement is not worthy of the effort. You 
might as well lie to the patient and tell him 
his pressure is normal and bear the anxiety, 
if any, yourself, because drug therapy for 
hypertension must be continued, as far as we 
know, in some form rather indefinitely. It is 
not without hazard and certainly is not with- 
out expense. Therefore you should ask your- 
self, Am I trying to make this person’s life 
better, easier, more pleasant, more productive 
and longer, or not? 

Obviously, as a person approaches the elder- 
ly age group, whatever definition you use, you 
cannot expect to prolong life greatly. People 
have to die of something, and, as one of my 
friends in the Heart Association is fond of 
saying, cardiovascular disease is not the worst 
thing to die of. Therefore if your patient is 
already 75 you cannot expect to prolong his 
life more than perhaps 10 years, and if he is 
reasonably well at 75 he probably will go on 
to 85 anyway, unless some intercurrent disease 
cuts him down. 

There is one other consideration, namely, 
that the elderly patient, as I mentioned, usu- 
ally has arteriosclerotic and other degenera- 
tive disease, such as diabetes, and this may 
alter your therapy. Certainly it makes drug 
therapy for hypertension much more difficult 
and in my mind surrounds it with much more 
caution than is the case in the younger indi- 
vidual. I shall therefore emphasize the bad 
aspects of drug treatment of elderly hyperten- 
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sive patients, the dangers and precautions. In 
this group I feel considerably less enthusiastic 
about the use of antihypertensive drugs than 
in younger persons, for the reasons already 
mentioned. 

On the other hand, in some elderly patients 
drug therapy for hypertension is extremely 
beneficial. This is where the art of medicine 
comes into play—where you, the physician, 
must decide whether the gains or possible 
gains outweigh the losses or dangers. Some- 
times you will undertake this purely as an ex- 
periment or, if you will, a clinical trial. You 
will not know in advance whether the gains 
will be worth the effort, but you and your 
patient will learn in time whether it is worth- 
while or not. Therefore I think it is well to 
embark on such a program with an open mind 
and with the idea that if it is not worthwhile 
for the patient—if he does not really feel bet- 
ter, if you do not think his pressure (if you 
are thinking of his pressure) is definitely im- 
proved, that his way of life is moderated, 
that his cardiac decompensation or angina 
pectoris, if any, is relieved, or not aggravated 
—then you will stop the therapy. 

With those introductory remarks in mind, 
I should like to tell you about the drugs | 
think are worthwhile trying in elderly hyper- 
tensive patients, assuming, of course, that you 
have established in your mind that the patient 
has diastolic essential hypertension. 


Rauwolfia 


Obviously, you start with the milder drugs. 
Rauwolfia, or reserpine, is the mildest anti- 
hypertensive drug. Elderly patients tolerate 
it particularly well, as a rule. It is a so-called 
tranquilizer and is only mildly hypotensive. 
One of the things you must be cautious about 
in elderly hypertensive patients is that the 
blood pressure does not come down too sud- 
denly, for reasons that I shall give and that 
perhaps are already obvious to you. 

The matter of Rauwolfia’s depleting sero- 
tonin from the body is a pharmacologic fact 
of interest: I will not dwell on it. I did want 
to mention it just so the word “serotonin” 
would be fixed in your mind. I rather suspect 
that you are going to hear more about sero- 
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tonin and antiserotonins in the near future. 

Rauwolfia slows the pulse rate, and for 
many hypertensive patients, especially elderly 
ones, that is particularly desirable. Actually 
Rauwolfia finds its best use when the initial 
pulse rate is rapid. With respect to side effects, 
it does cause nasal stuffiness, particularly in 
the patient with a small nasal passageway or 
with sinusitis, and you may have to stop the 
drug or try to counteract this with some nasal 
vasoconstrictor, of which there are many. 
Rauwolfia increases gastrointestinal activity, 
but for most elderly patients this is a bene- 
ficial action since they tend to be constipated. 

I call your attention particularly to the dos- 
age we use, which is low. It is low for all pa- 
tients, not only the elderly. Using the crude 
root (there are many products of that kind), 
we give 100 mg. a day; the alseroxylon frac- 
tion, about 8 mg. a day; and reserpine, about 
0.4 mg. a day. These dosages are much lower 
than those employed generally. | think they 
account for the fact that we rarely have seen 
depression from Rauwolfia. Depression will 
come on as the result of its tranquilizing effect 
but usually is delayed; it may appear only 
after a year’s use of the drug at a constant 
dosage. In rare instances a dosage of 0.4 mg. 
or even 0.2 mg. of reserpine a day may be in- 
tolerable because of excessive sedation. 

One elderly patient with angina pectoris in 
whom we tried reserpine not only for mild but 
definite hypertension but also for relief of an- 
gina had an interesting result. Theoretically, 
decreasing the blood pressure in the major 
blood vessels should decrease the blood flow 
through the sclerotic coronaries and also de- 
crease the work of the myocardium. From the 
“supply and demand” point of view, relative 
to oxygen and other nutrients to the myocar- 
dium, it is a moot point theoretically whether 
the benefits of such a lowering of blood pres- 
sure outweigh the possible dangers of decreas- 
ing coronary blood flow and thus increasing 
myocardial ischemia. In this patient, however, 
reserpine’s lowering of the blood pressure re- 
sulted in less angina, although not complete 
relief. Trials like this are necessary in many 
patients to convince one that the blood pres- 
sure is being lowered and also that the patient 
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is clinically better. I emphasize this because 
this type of experience is so common in pa- 
tients of 60 and over. 


Veratrum 


Veratrum is falling more or less into disuse 
except for elderly patients. It is a moderately 
hypotensive drug in the tolerable dosage (short 
of nausea and vomiting, which are the most 
unpleasant side effects of the Veratrum group). 
Veratrum also causes bradycardia. When the 
pulse rate is slowed there is more time for 
coronary blood flow during the diastolic 
pauses. Therefore we frequently add Veratrum 
to Rauwolfia in treating elderly patients if the 
pulse rate has not slowed on Rauwolfia. We 
feel that in these patients, and indeed in all 
hypertensive patients, bradycardia or at least 
a low-normal pulse rate is desirable. Perhaps 
from this bradycardic effect, and possibly from 
even more direct pharmacologic actions on 
the myocardium, Veratrum seems to have a 
tonic or digitalislike action. This has been 
noted both clinically and experimentally, and 
therefore we are inclined to use this drug in 
the elderly patient when we may not want to 
use digitalis itself but do want digitalislike 
effects. I grant you that this cannot be exactly 
quantitated, but it is clinically apparent. With 
excessive doses, which usually cause nausea 
and vomiting, there can be arrhythmias of 
various types but usually these are only extra- 
systoles, which we do not like to have in elder- 
ly patients but of course are not too danger- 
ous. In really high or toxic dosages one can 
get collapse of the blood pressure from ad- 
ministration of Veratrum. 

Again, the daily dosages of Veratrum that 
we use are moderate. We try to edge them up 
short of producing any feeling of heartburn 
or salivation, the premonitory signs of nausea 
and vomiting. The dosage for alkavervir is 10 
mg.; for protoveratrine mixtures of A and B, 
1 mg.; and for pure protoveratrine A, 0.4 mg. 
a day. All these preparations can cause nausea 
and vomiting, and in our view there is little 
clinical difference in the effects of the various 
commercially available products of Veratrum. 

One patient had a long trial period on Ve- 
ratrum alone in the form of alkavervir. At 
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first this had a useful action on the blood pres- 
sure as compared with a placebo, but it tended 
to lose its activity in time. This is an unfortu- 
nate characteristic of the drug. We overcame 
it by the additive effect of Rauwolfia given 
along with the Veratrum. Then for a while we 
omitted the Rauwolfia to convince ourselves 
of this additive effect, and indeed it did seem 
that the Rauwolfia really was additively effec- 
tive with Veratrum. | call your attention here 
to the fact that one should not prejudge these 
drugs in any one patient, at least not before 
some six weeks have elapsed. Then we added 
a third drug, to see if we could keep the blood 
pressure completely normal. We added _ hy- 
dralazine (APRESOLINE® ) to the Veratrum and 
the Rauwolfia. The three drugs together kept 
the blood pressure practically normal except 
on one occasion when the patient was ex- 
tremely apprehensive over the health of her 
husband. Then we omitted the Veratrum. | am 
not certain that was the cause for the appear- 
ance of angina in this patient. Indeed at the 
time we did not think the patient really had 
angina pectoris because she had constant sub- 
sternal discomfort. However, we decided to 
embark on a study of the effects of Apresoline 
on angina pectoris in this and other patients 
whom we knew had coronary disease. 


Apresoline 


We do not now recommend Apresoline for 
the average elderly hypertensive patient. | 
want to emphasize that. This is not a recom- 
mended drug in this group of patients, par- 
ticularly because it stimulates cardiac output, 
causing tachycardia and increasing angina 
pectoris. These factors also make it a less de- 
sirable drug in young hypertensive patients, 
in whom we are now deferring the trial of this 
drug until we have tried chlorothiazide. 

Apresoline given intravenously can cause 
angina and definite electrocardiographic 
changes within 10 minutes, indicating myo- 
cardial ischemia, in spite of the fact that at 
that time there may be no lowering of blood 
pressure. Therefore one cannot say the angina 
is caused by a decreased perfusing pressure 
through the coronaries. However, we know by 
collateral studies that Apresoline causes a 
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marked increase in cardiac output and in car- 
diac work. 

Angina can be caused in a different manner 
by ganglionic blocking agents, which we never 
employ now in elderly patients. For example. 
in one patient with hypertensive cardiovascu- 
lar disease and coronary insufficiency to whom 
we did give a ganglion-blocking drug, hexa- 
methonium, there was, characteristically, not 
much change in blood pressure in the horizon- 
tal position but in the upright position there 
was virtual collapse of the blood pressure, 
along with marked angina and adverse elec- 
trocardiographic changes. This effect was due 
to inadequate coronary blood flow from hypo- 
tension, because when we gave norepinephrine 
to raise the blood pressure the angina and the 
adverse electrocardiographic changes were les- 
sened (not completely abolished). Thus we 
have two different mechanisms, at least, by 
which angina can be produced in the elderly 
patient with coronary disease: (1) increase 
in cardiac output and (2) decrease in arterial 
pressure. Of course there may be a combina- 
tion of both effects. 

I want to emphasize again that Apresoline 
may produce angina and adverse T wave 
changes in spite of a maintenance of blood 
pressure with norepinephrine. The point is that 
this type of angina is not caused totally by 
hypotension, although hypotension may con- 
tribute to it. 


Chlorothiazide 


Chlorothiazide, a very interesting new diu- 
retic drug, is useful in hypertension, particu- 
larly as an adjunct to other therapy. How- 
ever, it is hypotensive in its own right, and 
the implications of this are fascinating. This 
preparation, I am sure, will be the first of a 
whole new group of drugs. For example, di- 
hydrochlorothiazide, which is just coming into 
experimental use, is 10 times as potent as 
chlorothiazide and I am sure eventually will 
reach your hands—although I am not con- 
vinced we need a diuretic 10 times as potent 
as chlorothiazide. 

Chlorothiazide is moderately hypotensive 
alone and is especially so when it is added to 
other therapy. However, it can cause hypo- 
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kalemia or, in rare instances, hyponatremia 
and may, as a result, cause alkalosis. One of 
it- most serious side effects in elderly patients 
is its propensity to produce arrhythmias. These 
probably are due to the hypokalemia, and if 
they occur in conjunction with the use of digi- 
talis they almost certainly are due to hypo- 
kalemia. One of the undesirable, indeed dan- 
gerous, side effects of chlorothiazide in the 
elderly patient with coronary disease, there- 
fore, is hypokalemia with arrhythmia. 

The average daily dosage of chlorothiazide 
that we use for hypertension is low, 750 mg. 
The usual tablet used to be 500 mg. I think 
now the usual tablet is 250 mg. We split that 
and start with 125 mg. after meals, and at bed- 
time unless that causes too much nocturia. 
This effect, however, will dissipate itself in 
time, and as a rule you can give at least three 
doses of 125 to 250 mg. 

We do not add this drug, obviously, if the 
patient already is doing well. However, we cer- 
tainly are inclined to add it if the patient has 
actual or incipient congestive failure. We now 
know that the resistance many patients show 
to other hypotensive drugs is due to retention 
of salt and water and that when chlorothiazide 
is added these patients again become sensitive 
to the hypotensive action of the usual drugs. 

Chlorothiazide is also useful as an adjunct 
in patients in whom other drugs are being 
used with only mildly hypotensive effects. Such 
effects usually are markedly potentiated by 
chlorothiazide. We think chlorothiazide has 
certain unique hypotensive effects, for other 
diuretic drugs that are as potent diuretically 
do not produce as much hypotensive effect. 


Ganglion-blocking Agents 


Ganglion-blocking agents such as hexame- 
thonium should not be used in elderly patients. 
because of the danger of collapse. For exam- 
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ple, following a hot bath one patient had ortho- 
static syncope and fell and cut her head. This 
is a very unfortunate accident, especially in 
the elderly, and we do not use ganglionic 
blockers in any elderly patients now. One rea- 
son we do not use them is that we have demon- 
strated that in many patients reserpine with 
Veratrum or with Apresoline or chlorothiazide 
may control the blood pressure satisfactorily. 
In an elderly patient we would never use 
Apresoline first. We would try chlorothiazide 
or Veratrum. We would hold Apresoline to the 
end and use it only if we felt it was absolutely 
necessary. 


Oral Potassium for Hypokalemia 


Hypokalemia occurs in about 40 per cent 
of cases in which chlorothiazide is given un- 
less you cover this with oral potassium. We 
give 1 tsp. of Lilly’s Triplex, or any other 
type of potassium, such as potassium chloride 
in a dosage of 0.5 gm. (about 14 mEq.), for 
each 250 mg. of chlorothiazide. At my insist- 
ence the manufacturers are now compounding 
a preparation which incorporates the potas- 
sium as potassium citrate into the chloro- 
thiazide tablet. I think this may be generally 
desirable, because hypokalemia is potentially 
dangerous. 


Summary 


The elderly hypertensive patient should be 
treated with great caution and circumspection. 
Certainly we would not be as vigorous in the 
use of drugs in the elderly as in the younger 
person. However, in many of these cases by 
employing drugs with caution you can in time 
lower blood pressure, and if this turns out to 
be beneficial clinically, you may continue. In 
a few patients perhaps you can prolong life. 
In many you can make it more enjoyable and 
productive. 
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Evaluation of Current 
Methods of Treatment 
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Arter half a century 
of complacently accept- 
ing the conventional 


Vo valid generalization can be made re- 
garding treatment of cancer of the breast. 
There is no basis for employing a general 
policy regarding surgery, irradiation or en- 
docrine therapy; these procedures may be 
harmful as well as helpful. Each patient 
should be considered individually and treat- 
ed according to the biologic behavior of the 
tumor and the resistance of the host. Until 
the best method of treatment is established, 
morbidity should be kept as low as possible. 


radical mastectomy as 
standard treatment for 
operable cancer of the 
breast, surgeons have 
begun to question the 
validity of this opera- 
tion. “If removal of all 
of the axillary nodes is | GEORGE CRILE, JR. 
important,” one group 

asks, “then why is it not equally important to 
extend the operation to remove the internal — simple mastectomy is as effective as the con- 


mammary and supraclavicular nodes into ventional radical operation. Still others believe 
which the lymphatics of the breast also drain?” 


Noting that patients with cancer of the breast 





that radiation is as effective as lymphadenec- 
tomy in controlling cancer in lymph nodes. 


do not die from extension of lymphatic me- The data supporting these divergent view- 
tastases in the axilla but from hematogenic points are inconclusive and confusing. The 
spread of the cancer, another group suggests —_ purpose of this article is to present the evi- 
that in some cases axillary dissection dissemi- dence for and against the validity of the vari- 
nates the cancer; these workers believe that — ous methods of treating cancer of the breast. 
*Chairman of the Department of General Surgery, The Cleveland Evolution of Surgical Treatment 

Clinic Foundation, and Professor of Surgery, The Frank E. Bunts ‘ 

Educational Institute, Cleveland, Ohio. T . . . 
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tecath century, surgeons began to extend their 
operations for cancer of the breast to include 
removal of all of the breast and the axillary 
nodes. Prior to this time, treatment had con- 
sisted of local removal of tumors, fulguration 
of f{ungating masses, and amputation of breasts 
that were extensively infiltrated with cancer. 
In those days the public was not educated to 
appreciate the importance of early treatment, 
and many operations were done for advanced 
and ulcerating tumors that today would be 
called inoperable. After local excision of such 
extensive cancers, the incidence of local recur- 
rence was high; radical mastectomy, with com- 
plete removal of the primary tumor and skin 
surrounding it, was more successful in eradi- 
cating the local disease. Moreover, technics of 
radiotherapy were not at that time well de- 
veloped; hence, the radical operation was the 
only available treatment for involved axillary 
nodes. For these reasons, radical mastectomy 
was widely accepted, and because the primary 
tumor and its axillary metastases were better 
controlled, it was assumed that a higher pro- 
portion of patients would be permanently 
cured of cancer. Unfortunately, no results of 
alternate cases or randomly selected patients 
treated by simple or radical operation were 
reported from this era. Thus, most statistical 
studies were invalidated by the manner in 
which the patients were selected for operation. 


Difficulty of Evaluating Results 
of Treatment 


The matter of selecting patients for treat- 
ment has been the stumbling block in most 
clinical studies of cancer of the breast. The 
following factors, all of which involve selec- 
tion, must be considered in evaluating the re- 
sults of any form of treatment. 

Improvement of results with passage of 
time—Even when treatment has been stand- 
ardized, results (as measured by the percent- 
age of patients who survive for five years or 
more) have improved steadily. Thus, at the 
Mayo Clinic,’ where conventional radical mas- 
tectomy has been employed for the past 45 
years, the five year survival rate of operable 
patients has risen from 40.1 per cent to 65.1 
per cent. This steady improvement of results, 
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occurring even with the same standard form 
of treatment, makes it difficult to evaluate the 
effects of changes in treatment on the five 
year survival rate.’ 

There are three possible explanations of the 
rising survival rate. 

1. The public’s increasing awareness of the 
importance of early treatment has resulted in 
the eradication of cancer before it can spread 
systemically. 

2. As a measure of success of treatment, the 
five year survival rate has certain limitations. 
Whereas patients treated ineffectively late in 
the course of the disease are apt to die less 
than five years after treatment, many patients 
will survive five years if they are treated early, 
even though the treatment is equally ineffec- 
tive. This consideration to some extent invali- 
dates the five year survival rate as a measure 
of the success of treatment. If the natural 
course of a disease is six years from onset of 
symptoms to death and if treatment has no 
effect on its course, patient A, treated in the 
first year of the disease, would survive five 
years after treatment and die in the sixth; yet, 
from the standpoint of five year survival, the 
treatment would be classified as a success. If 
patient B with the same disease were treated 
in the second year of the disease, he would die 
before the five year period, and the treatment 
would be classified as a failure. Yet, in neither 
patient would the course of the disease have 
been altered by the treatment (figure 1). 

3. A third variable that may contribute to 
changes in survival rates is the selection of 
patients. Comparison of crude survival rates 
between different countries, different areas in 
the same country, and even different hospitals 
in the same area may be meaningless in evalu- 
ating treatment. In backward countries, in 
areas of a country in which there is a pre- 
ponderance of uneducated people, and in mu- 
nicipal hospitals which attract poorly educated 
patients, the incidence of advanced cancers is 
always higher than in areas or hospitals in 
which the majority of patients are well edu- 
cated and seek treatment early. 

To compensate for the difficulty in com- 
paring various practice groups or population 
groups, there has been an attempt to classify 
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FIGURE 1. Schematic representation of how early treatment may increase the rate of “five year cures” even though the 


treatment does not affect the course of the disease. 


cancer into stages so that the results of treat- 
ing comparable stages can be compared. In 
cancer of the breast, for example, stage 1 is 
disease apparently localized to the breast; 
stage 2 is disease apparently localized to breast 
and axilla but still operable by radical mastec- 
tomy; stage 3 is inoperable due to local exten- 
sion of disease beyond the breast and axilla; 
and stage 4 is inoperable due to distant me- 
tastases. This type of staging is helpful but not 
conclusive. The stages blend into one another 
imperceptibly, so that too much reliance has 
to be placed on the opinion of the examiner. 
It is well recognized that even when no en- 
largement of the axillary nodes is palpable, 
nearly a third of the patients will have micro- 
scopic involvement of nodes. It is also well 
known that even when the cancer seems to be 
confined to the breast and axilla, more distant 
involvement often is present and may be deter- 
mined by biopsy of internal mammary and 
supraclavicular nodes. The diagnosis of dis- 
tant metastasis, moreover, depends largely on 
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how thoroughly the patient is examined. 
Comparing results in staged series of pa- 
tients is complicated by the unfortunate fact 
that in two series of patients any differences 
in staging will be reflected either in an im- 
provement in the results obtained in all stages 
or in the reverse.” Thus, in a series of 400 
patients with cancer of the breast 100 patients 
might be classified in each of the four stages. 
What would be the result if, as a result of 
differences in the thoroughness of the exami- 
nation or in interpreting the staging, 50 per 
cent of the borderline patients who were difh- 
cult to classify were transferred from the less 
favorable to the more favorable groups? Con- 
versely, what would happen if the borderline 
patients were transferred from the more favor- 
able to the less favorable groups? The sur- 
vival rate of the borderline patients lies be- 
tween that of the group above and the group 
below; hence, their transfer to one or the other 
group affects the survival rates of both the 
group to which they are assigned and the group 
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FIGURE 2. Schematic representation of how “pessimistic” staging increases the percentage of five year survivors in 
each stage. Although the percentage of five year survivors is increased in each stage, the over-all percentage of sur- 


vivors in all stages is unchanged. 


to which they are not assigned. The total five 
year survival rate of all patients in the series 
remains unchanged, but that of each group is 
affected. If the staging is “pessimistic,” and 
the borderline patients are assigned to the 
more advanced group, the survival rate of the 
patients in each stage is improved (figure 2). 

Differences in detecting and interpreting 
what constitutes cancer—Defining the type of 
cancer also increases the difficulties in evalu- 
ating the results of treatment. In practices and 
population groups composed of highly edu- 
cated people, minimal symptoms or signs may 
lead to very early treatment. In such a group 
many more biopsies will be performed and 
many more intraductal forms of preclinical or 
microscopic cancer will be recognized than in 
groups who habitually disregard minor symp- 
toms. Including significant numbers of such 
preclinical cancers in any series of cases re- 
sults in a significant improvement of the re- 
sults of treatment. 

Selecting patients for specific types of treat- 
ment—A final cause of difficulty in evaluating 
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the results of treatment depends on the sur- 
geon’s selection of the patient for a certain 
type of treatment. Because clinicians tend to 
adapt their treatment to the problems of the 
patient as well as to those of the disease, it is 
very difficult to determine whether differences 
in results are caused by differences in treat- 
ment or whether they depend on the type of 
patient selected for treatment. For example, 
radiation following operations may be given 
only to those patients in whom the surgeon be- 
lieves that the disease is so advanced that 
operation gives little prospect of eradicating 
the local disease; or simple mastectomy may 
be employed only in patients more than 80 
years of age. In such series, regardless of the 
value of treatment, the crude survival rates of 
patients treated by irradiation or by simple 
operations are certain to be worse than in 
those who are not irradiated or who are treated 
by radical operations. 

In summary, the factors of selection that 
control policies of treatment are so potent 
that it is difficult to compare the results of 
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various types of treatment. Only when a con- 
trolled clinical study is made of randomly 
selected patients rigidly subjected to different 
types of therapy can the results of treatment 
be correctly assessed. 


Evaluation of the Evidence to Date 


There is little well-documented and consid- 
erable contradictory evidence regarding the 
relative value of ultraradical, conventional 
radical and simple operations, irradiation, and 
various combinations of these procedures in 
treating cancer of the breast. 

Ultraradical vs. conventional radical—The 
results of the ultraradical operation employed 
by Wangensteen, Lewis and Arhelger® were 
so poor from the standpoint of both immedi- 
ately postoperative mortality and long-range 
survival that these workers concluded, “Pre- 
liminary follow-up studies [on patients sub- 
jected to ultraradical mastectomies] fail to 
supply evidence which would suggest a signifi- 
cant improvement over the results obtained 
with the conventional radical mastectomy.” 
Urban,* on the other hand, employing an ex- 
tended radical operation with dissection of the 
mammary nodes, reported a five year survival 
rate of 65.4 per cent with a postoperative 
mortality rate comparable to that of conven- 
tional radical mastectomy. These results are 
almost identical to those obtained with con- 
ventional radical mastectomy at the Mayo 
Clinic from 1948 through 1950, i.e., a five 
year survival rate of 64.2 per cent of all pa- 
tients and 65.6 per cent of all patients less 
than 65 years old.’ Urban’s five year survival 
rate after ultraradical operations is not so im- 
pressive when one considers that in the Mayo 
Clinic series all patients in stages 1 and 2 were 
operated on; whereas, in Urban’s series selec- 
tion limited the patients to “stage 1 and early 
stage 2.” It is thus clearly impossible to evalu- 
ate the results of ultraradical operations until 
a controlled clinical comparison of the results 
is made. 

Radical vs. simple operation—Many com- 
parisons of the results of simple operation with 
those of conventional radical mastectomies are 
invalid because of differences in the stages of 
the disease or in the general condition of the 
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patients selected for treatment. Often, more- 
over, a group of patients treated in one way 
has been compared with another group treated 
at a later time in another way. I have been 
able to find only three series of reported cases 
to which these criticisms do not apply—those 
of Williams, Murley and Curwen’ from St. 
Bartholomew’s Hospital in London, England; 
Meyer and Smith® from Rockford, Illinois; 
and Taylor’ from Royal South Hants Hospital, 
Southampton, England. 

In the St. Bartholomew’s series” a single 
surgeon, Sir Geoffrey Keynes, treated operable 
cancers of the breast by local excision of the 
cancer or simple mastectomy during the same 
period that several other surgeons in the same 
hospital were doing radical mastectomies. 
Both groups operated on the same type of 
ward patients; the same physicians classified 
the stages of the lesions. Keynes never did the 
conventional radical mastectomy; he did not 
routinely employ roentgen therapy, and he 
confined his operations to simple removal of 
the cancer or of the breast. Occasionally, he 
excised some of the lower axillary nodes with 
or without insertion of radium needles. De- 
spite a greater incidence of local recurrences, 
the conservatively treated patients lived at 
least as long as did those treated by the radi- 
cal operations. From this the authors’ con- 
cluded that “When efficient radiotherapy is 
available, radical mastectomy should be aban- 
doned in favor of conservative surgery.” 

In Meyer and Smith’s® report, which also 
included two series of similar cases in which 
different types of operations were done by 
two groups of surgeons during the same peri- 
od, the patients treated by simple mastectomy 
had an 8 per cent higher five year survival 
rate than did those treated by the conventional 
radical operation. 

Taylor’s’ cases, collected from a group of 
provincial hospitals near Southampton, con- 
sisted of two groups of patients treated during 
the same period but by different surgeons, 
some of whom performed simple operations 
followed by radiotherapy while others did the 
conventional radical operations often followed 
by radiotherapy. In 614 patients with stages 
1 and 2 cancer treated by radical operations 
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an radiotherapy, the five year survival rate 
was 54 per cent. With the same type of radio- 
therapy given during the same period but after 
siniple operations, the five year survival rate 
of 132 patients in stages 1 and 2 was 67 per 
cent. In stage 1 the simple operations were fol- 
lowed by a five year survival rate that was 12 
per cent higher than that following radical op- 
erations; the survival rate from simple opera- 
tions in stage 2 was 16 per cent higher. The 
surgeons were not able to explain the differ- 
ence in results on the basis of selecting cases 
according either to age of the patient or to 
stage of the disease. The incidence of local re- 
currence was similar in both groups, and the 
five year survival rate was “at least 13 per 
cent higher” in the patients treated by simple 
mastectomy. 

Strangely, one of the clearest suggestions 
that the results of simple mastectomy are su- 
perior to those of the radical operations ap- 
peared in a paper by Adair,° a strong advocate 
of radical mastectomy. Adair’s standard treat- 
ment for operable cancers of the breast was 
radical mastectomy followed by radiation, but 
some of his patients, for reasons not made 
clear, were treated in other ways. The five year 
survival rate of 83 patients treated by simple 
mastectomy or simple excision of the cancer 
with or without radiation was 74 per cent. This 
remarkable survival rate was only 3 per cent 
lower than that of patients without involved 
lymph nodes whom Adair treated by radical 
mastectomy and radiation; it was 32 per cent 
higher than the survival rate of his radically 
treated patients with involved nodes. 

Irradiation vs. operation—There are few 
reports of large numbers of unselected patients 
treated exclusively by irradiation. Most radi- 
ologists agree that the primary tumor in the 
breast is controlled better by operation than 
by irradiation, and they advise combining the 
two forms of therapy. 

Simple mastectomy and irradiation vs. radi- 
cal operation—MeWhirter’s® gigantic and bril- 
liantly conducted clinical experiment is the 
best documented comparison of the results of 
(1) radical operations alone, (2) the combi- 
nation of radical operations and radiation, and 
(3) the combination of simple mastectomy 
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and radiation. Ackerman'’ determined that \ 


the pathologic basis of McWhirter’s study was 
accurate, and the completeness of his follow- 
up was beyond criticism. The results have been 
presented clearly and completely, so that fac- 
tors of selection can be eliminated. The only 
criticism of McWhirter’s study is that the pa- 
tients were divided into three groups, each of 
which was subjected to a different treatment 
at a different time. It is, therefore, possible 
that some or even all of the improvement of 
results that McWhirter attributed to differ- 
ences in treatment may be due to the world- 
wide tendency for results to improve with the 
passage of time. 

McWhirter does not argue that radiation is 
more effective than operation in treating can- 
cer of the breast. On the contrary, he has 
stated that in his experience, when irradiation 
is given routinely to all patients after radical 
mastectomy, it does not significantly increase 
the five year survival rate. His main point is 
that when radiation is given routinely after all 
types of operation, both radical and simple, 
the survival rate is significantly higher in pa- 
tients treated by simple mastectomy than in 
those treated by radical operation. In short, 
MeWhirter believes that in some cases radical 
operations disseminate the cancer, and that 
the more than 10 per cent improvement that 
has occurred in the five year survival rate of 
his most recently treated patients is the result 
of not performing the radical operation.” "' 

Much the same viewpoint has been expressed 
and well documented by Haagensen and 
Stout,’* who believe that the survival time is 
shortened when radical mastectomy is done in 
patients in whom the disease is advanced. To 
prevent this catastrophe, they advocate the 
triple biopsy of high axillary, supraclavicular 
and internal mammary nodes. If these show 
no evidence of cancer, radical mastectomy is 
performed and the rate of cure is high. If the 
nodes are extensively involved, these workers 
rely on radiation. They consider only 50 per 
cent of their cases suitable for the radical 
operation. 

Attempts have been made to compare the 
results obtained by various methods of ther- 
apy in various institutions; however, as previ- 
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ously mentioned, comparisons of crude sur- 
vival rates from different centers are apt to 
be meaningless. In different institutions there 
is too much diversity in the proportion of 
patients in the various stages of the disease. 
Although staging is subject to human error, a 
comparison of staged cases is the best avail- 
able way to evaluate results. When the results 
from radical mastectomy at the Mayo Clinic, 
presented by Berkson and associates,’ were 
compared with those of McWhirter’: "' follow- 
ing simple mastectomy and radiation, the 
crude survival rate showed a slightly higher 
proportion of five year survivors in the Mayo 
Clinic group. But when the results obtained in 
McWhirter’s operable (stages 1 and 2) pa- 
tients were compared with those in similarly 
classified patients in the Mayo Clinic series, 
the survival rates were almost identical. In 
fact, I have not been able to find any report 
in which the results of simple mastectomy 
with or without radiation were not as good as 
or better than those of radical mastectomy, 
provided that the patients were not selected 
for treatment, staged in different ways, or 
treated at different times or places. In Dea- 
ton’s'® collected cases of 808 simple mastec- 
tomies, the five year survival rate was 59.6 
per cent, compared with 54.5 per cent in a 
similarly collected series of results following 
radical mastectomy. 


Possible Explanations of the 
Apparently Increased Effectiveness 
of Simple Mastectomy 


For many years it has been recognized that 
there are certain types of cancer, such as those 
of the mouth, that kill by direct invasion and 
by extensions from regional metastases. In 
such cases, distant blood-borne metastases are 
rare, and the chief aim of therapy is to elimi- 
nate the local disease. In other types of can- 
cer, such as those of the breast, it is not the 
primary tumor or its metastases in regional 
nodes that kill; it is the distant blood-borne 
metastases that are fatal. 

Cytologic studies of the blood in the veins 
that drain cancers which give rise to blood- 
borne metastases show that in as many as 70 
per cent of patients with such cancers the cir- 
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culating blood contains cancer cells.’*'® If 
cancer cells can be found in the blood of such 
a high proportion of these patients it is likely 
that at one time or another cancer cells have 
entered the blood of all such patients. Yet, me- 
tastasis does not occur in all patients, and to 
date the survival of patients with cancer does 
not seem to depend on whether or not tumor 
cells are demonstrable in blood.’’ Thus, the 
problem is no longer a question of what fac- 
tors cause the cancer cells to spread from their 
point of origin; instead, it becomes the ques- 
tion of what factors prevent the circulating 
cancer cells from localizing, growing progres- 
sively, and becoming clinical metastases. 

Laboratory studies designed to answer this 
question have been difficult to interpret. Un- 
der certain circumstances, early and complete 
removal of tumors prevents metastases. Under 
other circumstances, removal of the primary 
tumor increases both the size and number of 
metastases.'‘ Manipulation of the tumor or 
partial excision of a tumor may increase its 
tendency to metastasize.’* In some cases, non- 
specific operations have no effect on the tu- 
mor’s tendency to metastasize.’ In others, a 
simple laparotomy may increase the incidence 
of pulmonary metastases from a tumor im- 
planted in a leg.'® Injury of tissue may in- 
crease the tendency of tumor cells to implant 
themselves and to grow.”® Irradiation of radio- 
resistant tumors may increase their tendency 
to invade and spread.*' In short, in experi- 
mental animals it seems that almost anything 
that is done to certain cancers may promote 
the growth of metastases. Yet, early effective 
treatment may control the spread of some 
cancers. 

It is indeed difficult to extrapolate the re- 
sults of these experiments in such a way as to 
guide us in treating cancers arising sponta- 
neously in man. Nevertheless, experiments in 
animals have shown that the regional lymph 
nodes often act as effective barriers to the 
spread of cancer through the lymphatics. Even 
when nodes are involved by cancer, they may 
keep the disease localized for long periods. 
Moreover, it is possible that the regional 
lymph nodes play a part in the immunologic 
resistance of the host to its cancer. 
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‘he experiments of Billingham, Brent and 
Me.:‘awar~ have shown that in an animal only 
the regional lymph nodes that drain the grafted 
are: are responsible for the reaction by which 
a homograft of skin from one animal of a 
species is rejected by another animal of the 
sanie species. Nodes other than the regional 
nodes do not readily become immunized 
against the graft, and when transplanted to 
other animals they are not capable of immu- 
nizing the animal against a graft from the 
same donor. 

If we assume, as many believe, that in cer- 
tain types of cancer there are antigenic differ- 
ences between cancer and host, it is possible 
that removal of regional nodes also would re- 
move one of the body’s most effective im- 
munologic mechanisms of defense against cir- 
culating cancer cells. 

To prove or disprove this hypothesis will 
require much study, and it is presented at this 
time merely to show that there is a possibility 
that in some types of cancer en bloc resection 
of the cancer and the regional lymph nodes 
may be less curative than simple resection of 
the primary tumor. Regional nodes may have 
immunologic as well as mechanical functions 
in preventing the spread of cancer. If so, there 
may be a place for staged operations in treat- 
ing some types of cancer. The primary tumor 
can be removed at the first stage; later, if they 
are involved, the regional nodes can be re- 
sected. It is interesting that there are few five 
year survivals reported among patients who 
have malignant melanomas and in whom gross- 
ly involved regional nodes are resected at the 
same time as the primary tumor; however. 
when the primary tumor only is resected at 
the first operation and the nodes later become 
palpable and are resected at a second opera- 
tion, the five year survival rate is much higher. 


Conclusion 


At the present time the five year survival 
rate of patients with cancer of the breast offers 
no conclusive clinical evidence that radical 
operations are more effective than simple ones 
or that removing involved lymph nodes is 
more effective than treating them by radia- 
tion. Until there is conclusive evidence of the 
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superiority of one method of treatment over 
another or until cancers of the breast can be 
separated into categories, each of which is best 
adapted to a certain type of treatment, we 
should not be too dogmatic in defending the 
type of treatment that at present we prefer. 
Since there is no certainty as to the superiority 
of any form of treatment, we should evaluate 
the morbidity of treatment and make certain 
that this morbidity is not too great a price to 
pay for a questionable and unproved increase 
in the survival rate. It is possible that in can- 
cer of the breast, as in many other diseases, 
the most extensive treatment is not always the 
best treatment. 

Since there is no evidence that in stage | 
and early stage 2 cases the addition of pro- 
phylactic roentgen therapy to radical mastec- 
tomy increases the survival rate, we should 
think twice before routinely irradiating an 
area from which the tumor presumably has 
been removed. In our experience, irradiation, 
particularly high-voltage x-ray or cobalt tele- 
therapy given after radical mastectomy, has 
nearly doubled the incidence of edema of the 
arm. Mastectomy with axillary dissection but 
without removal of the muscles has resulted in 
much less edema of the arm than has the con- 
ventional radical operation, and there is no 
evidence that the lesser operation is any less 
curative than the greater. Edema of the arm 
has not occurred following simple mastectomy 
with cobalt teletherapy. Unless there are clear 
and proved indications for its use, any com- 
bination of treatment which tends to produce 
the deforming and often crippling complica- 
tion of edema should be avoided. 

A poorly performed operation, whether a sim- 
ple or radical mastectomy, may result in con- 
spicuous scars, in functional deformities, or in 
implantations of the tumor in the wound. The 
latter may be a tragic complication of un- 
skilled surgery, and it may result in the wide- 
spread dissemination of previously localized 
cancers. Poorly executed irradiation, on the 
other hand, may burn the skin or fibrose the 
muscles. The choice of treatment must depend 
to some degree on the skills of the available 
radiologists or surgeons. One thing is certain: 
The day has passed when we can console our- 
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selves that in treating cancer of the breast a 
high morbidity is the necessary price of cure. 
Until we can establish which method or com- 
bination of methods is the best, our goal should 
be to keep the morbidity of treatment as low 
as possible. 
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Self-help Devices: 
Aids to Dressing 


EDWARD W. LOWMAN AND HOWARD A. RUSK 


Institute of Physical Medicine and Rehabilitation 
and the Arthritis Self-help Device Office* 


New York University-Bellevue Medical Center, New Y ork 


Wuen there is physical disability, getting in and out of garments often involves 
ingenuity, experimentation and considerable practice. Ideally, the services of a 
therapist trained in this special area are the best means of learning the short cuts 
which will conserve energy and protect involved joints. But personal experience 
is also a good teacher. No attempt can be made in this limited space to cover the 
many difficulties which may occur and the means of coping with them. Attention 
will be given here to two broad groups of functional deficiency, i.e., inability to 
bend and loss of finger dexterity, as they affect putting on underwear, trousers, 
socks and stockings. 


When stiffness of the spine and hips limits bending, the problem of putting 
on underwear and trousers may be approached in several ways. 





FIGURES 1 and 2. Tape loops sewed onto the waistband (preferably boxer shorts), combined with 
the use of two dowels to which ordinary cup hooks have been attached, will help with pulling on 
shorts in a standing, sitting or prone position. The rheumatoid spondylitic patient (figure 1) is suc- 
cessfully managing in this way. In figure 2, he is pulling on trousers with the hook in the trouser 
belt loop. 


*Supported at the Institute by the Arthritis and Rheumatism Foundation 








FIGURE 3. Strips may be tied to belt loops or suspenders may be preattached and used for pulling up pants. The wheel- 
chair patient (figure 3) is using a single long stick with a closet hook. He can use this same device to push off his 
socks or a shirt or coat sleeve if there is loss of shoulder range of motion. 


FIGURE 4. Zipper fly-front closings are easiest to manage; when limited grasp makes it difficult to manipulate the 
slide, inserting a ring will make it easier to grasp the guide. 


FIGURE 5. For the incontinent man or woman or wearers of long leg braces, particularly if there is a pelvic band or 
Knight spinal attachment, underwear with triangular front openings is simplest to manage. Commercially available 
garments are made of runproof rayon with special waterproof coating and are Sanitized. Protective padding can be 
replaced easily without removing garment. Cost is approximately $3.75 a pair for standard sizes; if made to order. 
there is an extra charge of $1.00. Measurement charts should be requested before ordering. Hip measurements should 
always be taken in the sitting position. 


FIGURE 6, Several home-devised methods of putting on socks and stockings may be tried when there is inability to 
bend or partial loss of function in the upper extremities. Long tapes with corset garters may be attached to the 
upper end of the stocking, or loops may be sewed on the socks for use with two dowels similar to the technic shown 
in figure 1. A crutch, long rod or other means of keeping the stocking open to admit the foot may be needed. 


FIGURE 7. Units are also available commercially to help in putting on socks or stockings. “Stocking put-on” is best for 
those who must function singlehandedly or who because of weak grip must operate the device with both hands. De- 
vice is available from most hospital equipment companies. 


FIGURE 8. “Stocking aid” requires use of two good hands. “Sock aid” varies from the latter only in that it has an 
extra set of straps; these make it possible to disengage the garter from the sock which might otherwise be difficult 
for those who cannot reach the sock once it is on. Choice of stocking dresser is an individual matter, and it is best 
whenever possible to try various types before making a final selection. “Stocking and sock aids” are distributed ex- 
clusively by Fascole, 229 Fourth Avenue, New York, and J. A. Preston, 175 Fifth Avenue, New York. Each unit costs 
approximately $7.00. 
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FIGURE 9. “Slip-on” type of shoes are easiest i 
to manage. With the aid of a long-shafted vr 
shoehorn, even persons unable to bend should d 

have no difficulty. 


FIGURE 10. Long-handled shoehorns come in ° —_— + — 
several types: JS 

a. Leather-covered handle, metal, 24 in. long 
shaft, loop for hanging. $1.50 at Fascole. 

b. Wooden shaft, pegged handle for better grip, two lengths: 15 in. at $1.50; 25 in. at $1.95. Available from Adjustics, 
169 Thompson Street, New York. 

c. Wooden shaft (same as b) with leather cuff for persons with poor grip. Cuff is included on request at extra charge 
of $0.75. 

d. Metal tubing, 24 in. long. Spring action between end of shaft and horn permits the latter to conform to heel shape, 
an important consideration for those who have lost mobility in the foot itself. $2.25 at Fascole. 

e. “All-purpose, multipurpose or combination” stick, 28 in. long. It should be noted that pinning individual devices 
to main shaft requires fairly fine finger movement. The shoehorn cannot be purchased separately. Complete unit, in- 
cluding cellulose mop, comb, magnet, clothing hook and cup hook, costs approximately $13.00 at Scully Walton, 254 
West 69th Street, New York. 


A useful, long-handled shoehorn can be made by cutting a dowel to needed length and at- 
taching an ordinary shoehorn. 


FIGURE 1]. Tying shoelaces is difficult for per- 
sons unable to reach their feet, for those who 
have lost finger dexterity, or those limited to 
singlehanded function. Elastic shoelace:, per- 
manently tied, permit shoes to be eased on and 
off with use of a long-handled shoehorn. 


FIGURE 12. Zipper may replace shoelaces. If a 
metal ring is attached to the guide, it can be 
operated easily with a cup hook inserted on 
the end of a dowel stock. To avoid a multi- 
plicity of devices, such a hook may be attached 
to the homemade shoehorn. 





The next article in this series will deal with suggestions and devices to help in dressing the 
upper half of the body, with special attention to selection of clothing, managing of fasteners, etc. 
Readers are invited to submit suggestions and ideas for devices they have developed or know 


about and would like to share with others. Forward all such comments and suggestions to: Edi- 
torial Department, PostGRADUATE MEDICINE, Essex Building, Minneapolis 3, Minnesota. 
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Frigidity may be either true frigidity or pseudofrigidity, the latter implying 
capability of sexual arousal with or without orgasm. Gynecologists may diagnose 
true frigidity but rarely can treat it. Pseudofrigidity, resulting from psycho- 
sexual problems, constitutes most frigidity in women and is a condition that 
physicians must recognize and hope to treat. Educational treatment is best and 
usually is most effective in postpartum frigidity. Hypnotherapy and psychiatric 
treatment are suggested if other therapeutic measures fail. 


Frigidity in Women, With 
Special Reference to 


Postpartum Frigidity 


SOME CLINICAL OBSERVATIONS 


AND STUDY PROGRAMS* 


R. N. RUTHERFORD, A. L. BANKS, S. H. DAVIDSON, 
W. A. COBURN AND J. WILLIAMS 


Seattle 


Chinicians approach 
some problems with 
complete humility and 
equally complete con- 
fusion. This is true of 
frigidity in women, for 
it has as many interpre- 
tations as interpreters. 
Fortunately or unfortu- 
nately, a woman does 
not seem to demon- 
strate inborn reflex 
patterns of sexual behavior which in animal- 


R. N. RUTHERFORD 


like fashion would guarantee satisfied desire 
for both herself and her husband. Instead, cli- 
nicians deal with the woman who has these 
reflex patterns confused and controlled by the 
conscious and unconscious brain levels. Man 
is thought superior to animals because of his 
powers of logical reasoning and his ability to 
control his desires. In this field, the observer 
finds a continuing confusion. 


*Adapted from a presentation to the Fourth Annual Meeting of the 
Academy of Psychosomatic Medicine at Chicago. 
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Sweeping statements have been made and 
will continue to be made that the majority of 
women derive little or no pleasure from the 
sexual act.’ Certainly there appears to be a 
very high correlation between sexual incom- 
patibility and unhappiness within the family 
unit. What percentiles will emerge ultimately 
to demonstrate the importance of the various 
factors in marital happiness we do not know. 
However, to date, very substantial beginnings 
have been made in the broad analysis of mar- 
riage in our culture, and definitive analysis 
has produced some positive results. 


Plan of Study 


Some years ago we were encouraged to in- 
quire into the psychosomatic causes of in- 
fertility. Methods for such inquiry were for 
the most part complicated. They often did not 
meet the needs of the practicing clinician. 
These tests were expensive and were often 
most frustrating for the couple involved. In 
many cases, we could not help the couple to 
achieve fertility, and sometimes we disturbed 
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an equilibrium which we could not replace 
with a better one. Often what the couple real- 
ly wanted was a child as a solution for a sick 
hum.in relationship and not a child per se. In 
such a case, the clinician usually can only back 
out of an awkward situation wherein he can 
offer very little further advice but to urge that 
the disillusioned and disenchanted couple “go 
see a psychiatrist.” Often all the gynecologist 
had done was to determine which member of 
the couple had the reproductive fault, with no 
improvement in their relationship and with no 
feasible treatment pattern for their future. 
Often this situation was resolved by mutual 
accusations, increasing tension, and ultimate 
breakup of the marriage. Over the ensuing 
years, we have learned to honor this very real 
responsibility to the husband and wife who 
present themselves for a fertility survey. 

As our studies progressed, it became appar- 
ent that there was an increasingly high per- 
centage of couples faced with frigidity in the 
female partner. This was much higher in the 
woman than in the man. We have no per- 
centages to suggest since we have no way at 
present of knowing how many similarly afflict- 
ed couples successfully achieve pregnancy and 
never see the physician, or who in later years 
will consult him for any of the nuances of a 
disturbed marriage, rather than for infertility 
itself. That often is a long-dead issue. We were 
impressed with the high correlation between 
infertility and frigidity. We wished to clarify 
our minds and to clarify the diagnosis for the 
couple. We undertook to develop a simple 
working classification for these purposes, as 
well as a treatment program. The latter we 
wished to make possible through our own 
office, or, in the more complicated problems, 
utilizing the abilities of either a psychologist 
or psychiatrist. An increasingly large number 
of competent men in these fields are becom- 
ing available all over the country for the bene- 
fit of the physician, even in the smaller com- 
munities. Fortunately, the large majority of 
patients in private practice can avail them- 
selves of today’s easy transportation to a near- 
by city if such professional aid is not imme- 
diately present. 

Last, we determined to embark on a pro- 
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gram of educational work in the adolescent, 
premarriage and obstetric groups in an effort 
to satisfy our own curiosity and that of our 
patients. We hoped that we could become the 
“psychosomatically oriented gynecologists” so 
carefully defined by Kroger and Freed.’ 


Classification of Frigidity 


The older clinical classifications of frigidity 
provided by gynecologists have been replaced 
by newer classifications by psychiatrists. Ex- 
cellent classifications have been provided by 
Menninger,” Hitschman and Bergler,* and by 
Weiss and English. The reader is met by a 
barrage of definitions which often are most 
difficult to interpret and frequently seem con- 
tradictory. Morales’ has proposed a classifica- 
tion which seems applicable for the present 
discussion. He has classified frigidity as true 
frigidity and pseudofrigidity. True frigidity 
is the complete absence of pleasurable re- 
sponse to erotic stimuli of any kind. Pseudo- 
frigidity is the presence of capability of sexu- 
al arousal with or without orgasm. 

We have excluded from consideration fri- 
gidity due to local conditions which can be 
recognized by pelvic examination and which 
can be treated by the usual gynecologic meth- 
ods. Frigidity due to these conditions frequent- 
ly has been called pseudofrigidity, since the 
sexual response usually becomes satisfactory 
after treatment of the local condition. 

True frigidity may be diagnosed by gyne- 
cologists, but it rarely can be treated by them. 
It is the end result of the patient’s psycho- 
sexual background during her formative years. 
More advanced technics are required for her 
treatment. She often is neither aware of nor 
disturbed by her frigidity, and she often con- 
sults a physician only because her marriage is 
imperiled unless she becomes an adequate 
sexual partner, usually according to her hus- 
band’s definition. 

Most frigidity in women is of the pseudo- 
frigid type. Women with this type of frigidity 
are capable of sexual arousal, whether by the 
usual methods approved by our culture or by 
devious other methods. Among the latter meth- 
ods are technics which often are not consid- 
ered proper. They may include homosexuality, 


masturbation and other variations. This is the 
type of frigidity that physicians must recog- 
nize and hope to treat, since the patients’ 
psychosexual problem is the cause of their 
clinical symptoms. Their ungratified sexual 
stimulation is responsible for their feeling of 
unrelieved tension, inadequacy, guilt or anxi- 
ety, and the many ill-defined symptoms which 
often are difficult to treat. 

According to Silverman,® the psychogenic 
factors responsible for pseudofrigidity are: 
(1) fear of disapproval or punishment, (2) 
fear of pregnancy, (3) hostility toward the 
marital partner, and (4) unconscious conflict- 
ing loves. 

Fear of disapproval or punishment is the 
total composite of psychosexual knowledge 
from early infancy onward to adulthood. The 
infant has delighted her parents if she learns 
that she has a nose or toes. Yet, when she 
touches a certain other area of her body, she 
provokes explosive adult action, for she has 
touched a bad or naughty area. This goes on 
in a negative training fashion for some years 
until it is hoped that the legitimacy of a wed- 
ding ceremony will change these deep and 
basically negative attitudes toward normal sex- 
uality. This would be a very poor training pro- 
gram for a hunting dog. 

Frigidity due to fear of pregnancy is the 
type that we have been able to treat most suc- 
cessfully in the past. Even though the patient 
may have embarked on a wanted pregnancy, 
the pregnancy triggers many unhappy fore- 
bodings. The simple thought of becoming 
pregnant will often act with equal force. The 
simple facing of the sexual act causes many 
powerful and often unrealized actual or poten- 
tial problems, or both, within the female mind. 
There is a most powerful masculine counter- 
part as well. 

Many women resent the so-called man’s 
world, whether this symbolism be demon- 
strated by the phallic presentation in fact or 
imagery. Hostility toward her husband may 
be an unrealized hostility toward a father or 
brother image. It may seem an inconsiderate 
and threatening gesture by a husband who 
forces on her such a painful, traumatic or de- 
grading act. These are but several of the mani- 
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festations within this group which may require 
definitive psychotherapy after their diagnosis, 

The sexual act may represent a suggested 
incestuous relationship with a beloved father 
or brother image. Many patients are ambiva- 
lent personalities in active competition with 
the man in the man’s world, fervid in their 
militant femininity which they insist depends 
on no masculine approval or support. Others 
will plunder men to prove themselves the mas- 
ters of their masculine slaves. Many cannot 
compete with the husband’s own image of the 
ideal woman and hence withdraw from him. 
Others compensate by an almost obsessive in- 
terest in their children, their wardrobes, their 
homes, their clubs and the like. 

Space does not permit a consideration of 
the behavior and attitudinal patterns which 
result from the psychogenic factors listed by 
Silverman,® but these factors form the basis of 
our therapeutic program. In the past, gyne- 
cologists have been more successful in con- 
trolling the patient’s fear of pregnancy than 
they have been in controlling the other psy- 
chogenic factors. We hope that, in years to 
come, “psychosomatically oriented gynecolo- 
gists” can be of help in cases in which frigidity 
is due to the other psychogenic factors, if only 
by the recognition of these factors or by the 
referral of patients to the proper specialists. 

A few statements should be made regard- 
ing the seat of orgasm in the female body. 
Freud’ originally believed that transfer of 
sensation took place from the clitoris to the 
vagina, but that in the truly frigid woman this 
transference was blocked by distorted psycho- 
logic mechanisms. The discussion still rages, 
based on certain anatomic truisms. Some au- 
thors maintain that the vagina has virtually 
no sensory nerves and that the orgasm, there- 
fore, is largely clitoral in nature. Others main- 
tain that true orgasm is vaginal in nature, not 
clitoral, which is really a dual masturbation. 
Others emphasize the central cortical nature, 
and maintain that true orgasm may be possi- 
ble by a tender glance across the room. Fur- 
ther study obviously is needed, but certain 
definitions seem necessary. 

Frigidity is not present when the physical 
life existing between the couple is satisfac- 


POSTGRADUATE MEDICINE 








tor 
wh 
ple 
cril 
wo. 


the 
to 

the 
of 

ma 
wh 
the 
od 
nes 
wil 
tak 
het 


ble 
ity 


est 


ne 


ly] 
as 








tory: in other words, we have no norm from 
whic!: to strike praise or despair of any cou- 
ple’s sexual life. However, certain organic 
crite:ia may be agreed on in the case of the 
wom:n. 


Detection of Frigidity 


In taking the history, the physician is at 
the mercy of the patient. It often is optimistic 
to hope to win a new patient’s confidence at 
the first interview. As we developed our series 
of lectures for couples who are about to be 
married, who recently have been married, or 
who are expecting a child, it became apparent 
that taking the history was a most useful meth- 
od of demonstrating to the woman our aware- 
ness of the importance of a happy physical life 
with her husband. The woman is told that the 
taking of the history is a routine inquiry into 
her general background. An attempt is made 
to convey the impression that, if the history 
reveals any flaws in the sexual phase of her 
married life, we know that they are correcta- 
ble. This explanation is accepted in the major- 
ity of cases, but many women seem to be hon- 
estly confused when asked if they are aware of 
any sexual adjustment problems, what orgasm 
means to them, or if there could be any con- 
nection between their unhappy physical life 
and their backache, palpitation or gynecologic 
problems. 

The interested friendly physician can ob- 
tain much information freely once the patient 
is convinced that he is interested in her and 
that help is possible in a large majority of 
cases. No keen, searching, Sherlock Holmes’ 
type of questions seem necessary when we 
ask recall of remembered facts. When we ask 
recall of buried facts or events, more accurate 
and searching methods than simple question- 
ing are required. 

At the time of pelvic examination, it re- 
quires no great scientific ability to suspect 
that some unhappy association exists between 
the genital area and the patient’s sensorium. 
Her anticipatory behavior is most characteris- 
tic. Often careful nurse chaperonage is re- 
quested (and certainly is mandatory for the 
physician in such cases). At the actual exami- 
nation, the patient defends herself so dramati- 
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cally that one cannot mistake the adducted 
legs; the arched, almost opisthotonic back and 
head, and the spasm of the constrictor mus- 
cles of the vagina in mute resistance to this 
violation. Vocal reinforcement to this physical 
resistance is not uncommon. Once the troubled 
patient has submitted to this ordeal, and it is 
completed, she immediately sits bolt upright, 
smooths her draperies, obviously trying to pre- 
tend that she just happened to be passing by. 
Often, a careful explanation by the physician 
of these defensive mechanisms on her body’s 
part will be enough to enlist the patient’s co- 
operation in the search for her reproductive 
peace. 

Definition of orgasm by conference with the 
husband is most worthwhile, for it gives an ex- 
cellent insight into the husband’s concepts of 
sex attitudes, sex habits and practices. The 
majority of husbands will talk freely after 
an initial period of relaxing and informative 
talk by the physician. This affords the physi- 
cian both sides of the marriage problem and 
gives him his own objective evaluation of both 
partners—not as the one interprets the other 
to him. It can be used as a period of prelimi- 
nary instruction for the husbands, since the 
large majority of them are in need of instruc- 
tion even in menstruation, let alone in the 
physiologic mood changes within the wife 
which she finds hard to control even with a 
Phi Beta Kappa mind. We often are originally 
consulted by the husband, who comes to regis- 
ter his wife for investigation of her frigidity. 
He himself enjoys the sexual act, but not if 
she is not a happy partner. We have learned 
that this is an excellent indication that he is a 
mature person who wishes an emotional and 
intellectual union with his wife, rather than 
simply a one-sided physical union. Time and 
results of testings have borne out this original 
impression. 

We have found, as have Kroger and Freed,’ 
and others, that it is important to bring to the 
husband’s attention the fact that his wife can- 
not effectively act out an honest orgasm or 
response to him. Many husbands suspect this,” 
but need reassurance. The only criterion of 
successful orgasm is the uncontrollable, con- 
vulsive contraction of the pelvic, vaginal and 
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perineal muscles at the peak of coitus. Unless 
this physiologic evidence is present, the wom- 
an is suspected of being frigid. This is a poor 
term, and it should be altered to suggest that 
instruction and evaluation are necessary. 


Treatment 


Educational or prophylactic treatment—By 
far the best treatment is prophylactic. Long 
ago, it became apparent that the majority of 
our frigid patients were poorly prepared for 
becoming mature women, especially for be- 
coming wives and eventually mothers. The ro- 
mantic myth of our culture has developed the 
plot, boy meets girl, as was ordained in Heav- 
en, and they live happily ever after. After they 
are married, they plunge into a period of ad- 
justment, which may result in a near fatal 
disillusionment. This in turn may result in an 
early divorce or in an unhappy marriage, 
often with childbearing. By this device, which 
is often unplanned, the woman proves that she 
is a successful female mechanism in one re- 
spect. Her secret bedroom failures need not 
be faced often when she is preoccupied with 
rearing a family. Our population is subtly edu- 
cated that married life is supposed to be difh- 
cult, and that it often is associated with child- 
like quarrels. 

We have devised a series of lectures which 
are delivered free to persons of different ages 
and different social groups. Two lectures are 
given to adolescent boys and girls, who are ac- 
companied by their parents. These children 
are divided into two groups, according to 
their age. The first group includes those who 
are between 10 and 13 years old, and the sec- 
ond group includes those who are between 13 
and 16 years old. The lectures for each of 
these two groups are given on alternate months. 
The first of these lectures is given by a gyne- 
cologist. A 16 mm. sound movie, “Human 
Growth,”* is used in the course of this lec- 
ture. The gynecologist reiterates that the fac- 
tual material in this movie should be utilized 
by the parents and their children to solve their 
own problems. In this manner, such problems 


*The movie, “Human Growth,” is produced by Eddie 
Albert Productions, 1133 North Highland Avenue, Holly- 
wood 38, California. 
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are handled far better than they can be in 
schools or churches, or by other methods which 
shift responsibility from the parents. This lec- 
ture establishes communication and _ under- 
standing between the parents themselves in 
families in which such communication and 
understanding had not existed previously. 

The second lecture for this adolescent group 
and their parents is given by a psychologist 
who is a marriage counselor. This lecture deals 
with the problems of teen-age children within 
the family. A 16 mm. sound movie, “Human 
Reproduction,”+ is used in the course of this 
lecture. 

These lectures have served to establish the 
parents in their true role of family advisors. 
As a result, they gain dignity. The gynecolo- 
gist and the psychologist appear in a most 
sympathetic role, that is, as experts who are 
ready to aid in problems requiring more than 
a family discussion. 

The obstetric couple, that is, a husband and 
wife who are expecting a child, are an ideal 
couple for instruction. They are facing one of 
life’s most important responsibilities, which 
should be shared by both of them. The more 
firmly this can be demonstrated to them, the 
more firmly will the marriage be rooted. 

In the past decade, our experience with the 
father in the labor room and delivery room 
has been most happy. His presence there de- 
pends on his desire and on that of his wife. In 
preparation for his presence, six lectures are 
given to obstetric couples. The last lecture in 
the series deals with sexual adjustments soon 
after marriage, in pregnancy and in parent- 
hood. It is most reassuring for the couple to 
be given specific information regarding the 
sexual act. The sound movie, “Human Repro- 
duction,” also is used in the course of these 
lectures. “A Doctor’s Marital Guide for Pa- 
tients” is an excellent handbook for married 
couples. 

Both the expectant mother and her husband 
are reassured when they are told that it is not 
uncommon for the pregnant woman to be less 
interested in sexual intercourse than her hus- 


*The movie, “Human Reproduction,” may be obtained 
from the McGraw-Hill Book Company, Inc., 330 West 
42nd Street, New York 36, New York. 
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ban! is. However, if the wife gives comfort 
to her husband, even if she is a relatively pas- 


sive partner temporarily, she is ministering 
to her own needs. The fact that her husband 
desires sexual intercourse despite her obstetric 
profile is a definite indication that he still finds 
her attractive. If no obstetric complications 
occur, we have found no harm in permitting 
sexual intercourse until the fetal head fills the 
birth canal and forms a mechanical obstruc- 
tion to intercourse. 

It is worth specific comment by the physi- 
cian that, after the birth of the baby, Nature 
apparently is not interested in having the hus- 
band immediately become the main focal point 
of his wife’s interest. Many husbands hope that 
a honeymoon state will be regained after the 
birth of the child. When the husband and wife 
are informed that, within two or three days 
after delivery, prolactin is released by the 
pituitary gland of the mother, still another 
point is clarified. One unit of prolactin is suf- 
ficient to make an immature male pigeon want 
to sit on a nest of eggs. No comparable dose 
is given to the new father. He simply has sired 
new bills and a potential sexual rival. With 
these warnings, the usual husband and wife 
can manage to adjust to their new roles and 
still maintain optimal sexuality. 

After the lectures for adolescents and ob- 
stetric couples had been used for some time, 
we devised a series of six lectures for couples 
who are about to be married and for married 
couples. Five of the lectures are given by a 
psychologist, who discusses the various facets 
of marriage. One lecture on the physiology of 
marriage is given by a gynecologist. The 
sound movie, “Human Reproduction,” is used 
in the course of this lecture. 

We have used the Johnson Temperament 
Analysis* and the Sex Knowledge Inventory+ 
in testing married couples and couples who 
are about to be married. The Johnson Tem- 
perament Analysis is designed to be written 
by the husband as he sees himself and his 


*The Johnson Temperament Analysis can be obtained 
from the California Test Bureau, 5916 Hollywood Boule- 
vard, Los Angeles 28, California. 


*The Sex Knowledge Inventory can be obtained from 
Family Life Publications, Inc., Durham, North Carolina. 
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wife, and by the wife as she sees her husband. 
Figures 1 and 2 show the personality profiles 
of a healthy, well-adjusted married couple 
without any major conflicts. If these profiles 
could have been interpreted before marriage 
of the couple, they would have suggested that 
the man and woman were suited for marriage 
and for marriage to each other. Figures 3 and 
4 show an extremely unsatisfactory marriage 
profile in which real and projected conflict 
may be visualized. 

A number of similar tests have been de- 
vised, but we have found the Johnson Tem- 
perament Analysis and the Sex Knowledge In- 
ventory most useful. We are eager, however, 
to point out three potential fallacies of tests 
of this type. First, no marriage can be graded 
or evaluated until the man and woman have 
married and created such an entity between 
themselves. Second, human values are things 
of the spirit, and can be reduced poorly to 
figures. Third, no greater challenge exists than 
to tell a young man and woman who are in 
love that they have a poor chance of success, 
that the young woman is Rh negative, or that 
she has a poor obstetric pelvis, or a family his- 
tory of diabetes. This is contrary to love and 
to the American tradition. However, these tests 
enable the physician to determine potential 
tension or actual ignorance. In this manner, 
they indicate the necessity for prophylactic 
treatment. 

Postpartum frigidity—Treatment probably 
is more effective in cases of postpartum fri- 
gidity than it is in cases of other types of 
frigidity. In many cases, all that is required 
is proper information regarding the spacing 
of pregnancies. 

We believe that the lectures which we have 
devised for obstetric couples have prevented 
many instances of postpartum frigidity. The 
first postpartum visit of the mother deliberate- 
ly is scheduled for five weeks after the birth 
of the baby. Ovulation does not recur sponta- 
neously even in the non-nursing mother until 
six weeks after delivery of the baby at the end 
of the ninth month of pregnancy. At the time 
of the first postpartum visit, the patient is in- 
structed regarding the spacing of future preg- 
nancies. She is asked whether she and her hus- 
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JOHNSON TEMPERAMENT ANALYSIS PROFILE 


Profile Revision of February, 1945. 


These answers describe SELF _ called § 
as of .(date) 
Answers were made by (Seif) or 
who is a: husband, wife, father, mother, brother, sister, or of the person described 
(Husband = dotted line; Wife = solid line) 








A € D E G H 
Raw score 


- 13-26 |81- 61-49 | 68-68 


Depress- | Acti Sympa- 1 A ‘ti Self 
Nervous | Depre Active | Cordial | Sympa- | Subject gress | Critical 


Goy- | Quiet | Cold | Hord-. lobicctive| Sub- | Appreci- | impulsive | TRAIT 


hearted boiled” missive ative OPPOSITE 

100=Highest tested 50=Middle person tested O= Lowest tested 

Excellent Acceptable improvement desirable improvement urgent 
TRAITS OPPOSITES 
Nervous - fidgeting, nervous tension, tics, tremors, apprehensiveness, etc. Composed 
Depressive - being too sad, relative to the circumstances, too much of the time Gay-hearted 
Active - energetic, undertaking many tasks, lively, etc Quiet 
Cordial - expressively warm-hearted Cold 
Sympathetic - feeling with others and acting accordingly, responsive to the joys and sorrows of others ““Hard-boiled”’ 
Subjective - poor ability to act logically, because so swayed by prejudice and one’s own qualities Objective 
Aggressive - attempts to push ahead of others, enjoying domination Submissive 
Critical - criticizing to get the satisfaction of the superior feeling produced by it Appreciative 
Self-mastery - control of impulsiveness in the interest of planning Impulsive 


No very important decision should be made on the results of adjustment trait scores alone; confirmation by other 
means is desirable. 
The percentiles are not to be considered as accurate to the nearest unit. The profile should be read as if the percen- 
tiles were rounded off roughly by tens in the middle of the scale and progressively less toward the extremes. 
Copyright 194), 1945. by Rosweli H. Johnson 
Published by California Test Bureau 
$916 Hollywood Boulevard, Los Angeies 28. California 














FIGURE 1. Johnson Temperament Analysis Profile of a well-adjusted couple who are happily married. Most of the 


scores fall well within the acceptable (dark) area. 
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FIGURE 2. Profile showing the way a typical well-adjusted 
couple sees each other. The important fact to note is 
that each partner is fairly accurate in the way he or she 
describes the personality of the other. The heading and 
code shown below graph in figure 1 were included in the 
original charts for figures 2, 3 and 4, but have been 
omitted here because of space limitations. 


band have attended the lectures for obstetric 
couples. If they have not, she is told that they 
should do so, even if they have a good history 
of sexual adjustment and fulfillment. 

The next postpartum visit is made 12 weeks 
after the birth of the baby. At that time, the 
patient is asked whether she is enjoying sexual 
intercourse. If she is not, she is given specific 
information regarding the technic of inter- 
course, regardless of whether or not she and 
her husband previously have attended the lec- 
tures. At the same time, 200 mg. of DELATES- 
TRYL® is administered intramuscularly. When 
administered in this manner, Delatestry] is re- 
leased slowly. The patient is told that the ad- 
ministration of this sex hormone frequently 
will increase the desire for intercourse. Care 
should be taken to inquire whether the wom- 
an is afraid of becoming pregnant, whether 
she is not too tired when the act is finally con- 
templated, whether there is any dyspareunia, 
whether she loves her husband, and whether 
the circumstances associated with intercourse 
are seductive, and the like. An overly tired, 
confused young mother who defers sexual in- 
tercourse until she has marked the milk card 
and put the cat out for the night does not pose 
a serious psychiatric implication. It must be 
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FIGURE 3. Profile showing personality maladjustments of 
an unhappy married couple. Many of the scores fall out- 
side the acceptable (dark) area and indicate real and 
potential conflicts. 


emphasized strongly to the conscientious new 
mother that her most important task is to 
maintain her marriage and that her child will 
rotate most happily around this focal point. 
If these instructive measures and the use of 
androgen therapy do not produce improve- 
ment within a month, prompt treatment for 
the marriage unit is most important. This cer- 
tainly should include a conference with the 
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FIGURE 4. Profile showing the way a typical neurotic 
husband and wife see each other, that is, by overempha- 
sizing certain traits and criticizing others. This husband 
and wife would have difficulty viewing each other with 
any degree of accuracy. 
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husband. If improvement does not occur with- 
in another month, further investigation by 
hypnotic or psychiatric methods is mandatory. 
Here the physician can be of great help. A 
great many marriages founder after the birth 
of a child. 

Hypnotherapy—The increasing scope of 
hypnotherapy offers great hope. Our personal 
experience with this type of treatment has 
been limited, but the pioneering work of in- 
vestigators who have used the newer technics 
of hypnotherapy for rapid inquiry into the 
patient’s psychosexual development have been 
most challenging and stimulating. The demon- 
strated technics of age regression have opened 
new vistas for research and practical treat- 
ment. Information regarding these technics 
can be obtained from at least two sources.” 

Psychiatric treatment—lf the previously 
mentioned therapeutic procedures are not ef- 


*Hypnosis Seminars, 104 South Michigan Avenue, Chi- 





fective, the patient should be referred to a 
psychiatrist. 
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The Problem of Portal Hypertension and Ascites 
in Patients With Cirrhosis of the Liver , 
r 
The various factors involved in the production of portal H. MARVIN POLLARD, 0 
hypertension and ascites in patients with cirrhosis of the M.D. a 
liver will be briefly summarized. Dr. Pollard also will s 
aii : ‘ Professor of Internal 
present the results of his survey on extrahepatic complica- ag see t 
a 4 ‘ we : Medicine, University of 
tions in alcoholic cirrhosis. Details of management of aD ageR t 
; ; ; a A Michigan Medical School, 
portal hypertension and ascites will be discussed, includ- hea tii ‘ 
ing diet and diuretics and the more recent role of hyper- t 
aldosteronism in some patients with ascites associated 
with cirrhosis. Results achieved in managing this problem will be reviewed, and the 
selection of patients for surgery will be considered. 
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Antihistamines: A Second Look 


HARRY L. ROGERS* 


Jefferson Medical College of Philadelphia, Philadelphia 


W ueN antihistaminic 
agents were introduced 
in this country some 15 
years ago, many phy- 
sicians believed that 
these new drugs might 
control the problem of 
allergy completely. 
Time, however, gradu- 
ally tempered this opti- 
mism. Clinical experi- 
ence soon proved that 





HARRY L. ROGERS 


the new drugs were not the cure-alls envisioned 
by some, but simply useful adjuvants to the 
over-all treatment of allergies. 

While we were learning that antihistamines 
were medicine but not magic, the drugs were 
reported to be effective in the early treatment 
of the common cold.'* As soon as some of the 
antihistamines became available without pre- 
scriptions, drug stores were inundated with 
these “dramatic new cold cures.” Before long 
the general public embarked on an orgy of 
self-medication aimed at curing colds. And if 
this new wonder drug didn’t cure the sufferer, 
he had only himself to blame: after all, the 


drug was labeled as effective only if taken “at 
the first sign of a cold.” 
*Assistant Professor of Clinical Medicine, Jefferson Medical College 


of Philadelphia, Philadelphia, Pennsylvania. 
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Clinical experience has proved that anti- 
histamines are useful adjuvants to the over- 
all treatment of allergies. The number of 
conditions which respond to antihistamines 
is more extensive than is generally realized. 
A survey of the author's experience and 
of the literature showed that antihistamines 
afford symptomatic relief in nonseasonal 
allergies such as perennial rhinitis, urti- 
caria and contact dermatitis. 


Just as the initial optimism about antihista- 
mines in the treatment of allergy eventually 
gave way to a more realistic view, so did the 
early studies of antihistamines in the treat- 
ment of colds’ ® wilt under a barrage of criti- 
cism and controlled studies.°” Anyone who 
had been prescribing antihistamines for other 
than hay fever began to feel a little sheepish, 
even guilty. Through no fault of their own, 
antihistamines were tarred with the same 
brush as physicians who had overrated them. 
Cynicism came naturally to those who had 
seen the antihistamines fail to live up to ad- 
vance expectations in the treatment of aller- 
gies and then in treatment of colds, and be- 
cause of their wild youth, the antihistamines 
are still viewed by many with a somewhat 
cynical eye. These useful drugs are frequent- 
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ly overlooked once the sneezing season ends. 
because of a belief that they are effective only 
in the treatment of seasonal allergy such as 
hay fever. It is suggested that a second look 
be taken at the antihistamines in order to 
make maximal use of them in the variety of 
conditions in which they can be helpful. 

From the experience of investigators in al- 
lergy, we know that the number of conditions 
which respond to antihistamines is more ex- 
tensive than is generally realized. The litera- 
ture contains numerous reports of antihista- 
mines used successfully in the treatment of 
nonseasonal conditions.'° '® A list of such con- 
ditions, compiled from recent literature, is pre- 
sented in table 1. 

In addition, the records of 200 consecutive 
cases from my files were reviewed. Excluding 
cases of purely seasonal disorders, there were 
117 cases of perennial rhinitis, urticaria, mild 
asthma or other allergic diseases (figure 1). 
It is felt that these constitute a fairly typical 
sample of an allergist’s practice, and that re- 
marks based on this sample would probably 
have some usefulness to other physicians. 
When these case histories were analyzed, the 
sizable proportion of children in the group 
was impressive. No less than 35 per cent of 


TABLE 1 


INDICATIONS FOR ANTIHISTAMINES 





Allergic rhinitis"~‘* *° 
Aphthous stomatitis" 
Allergic conjunctivitis 
Atopic dermatitis"~™ 
Contact dermatitis” 
Dermatitis medicamentosa' ™ 

Perennial rhinitis"~"* * 

Gastrointestinal allergy’ * 

Migraine” 12, 15 

Constitutional reaction to insect stings'’ ™ 
Pruritus ani" 
Physical allergy" 
Bronchial asthma 
Nasal polyposis” 
Neurodermatitis™” 
Herpes zoster™ 
Urticaria’ 
Allergic sinusitis™ 
Pruritus of jaundice™ 
Angioneurotic edema™ 
Iritis’® 

Eczema” 


11,14 


11, 15, 16 





the patients were under 10 years of age. Since 
the allergist usually sees the case of difficult 
and chronic allergy, one can only guess at the 
total number of children who have various 
allergic symptoms. Too often they continue 
to suffer for years because of a general belief 
that they will “grow out of it.” Unfortunately, 
as the allergist knows all too well, a great 
many of these respiratory allergies of child- 
hood develop into asthma if left untreated. 

A review of these case histories also yielded 
an interesting list of allergens. Table 2 sum- 
marizes the inhalants which had a sensitizing 
effect on the patients. Since house dust, the 
most prevalent inhalant allergen, is also the 
most difficult to avoid, symptomatic therapy 
with antihistamines is extremely important to 
the patient’s comfort while hyposensitization 
is being carried out. 

Chocolate proved to be the leading food al- 
lergen encountered in this series. Twenty-six 
patients (22 per cent) reacted to this widely 
used flavoring, a number far greater than 
those reacting to eggs, wheat, pork or other 
such commonly recognized offenders. 


Nonseasonal Allergy and 
Antihistamines 


Perennial rhinitis, urticaria and contact der- 
matitis are good examples of common allergic 
diseases which occur at any season and which 
respond in varying degrees to antihistamines. 
It might be worthwhile, therefore, to consider 
each of these problems in a little more detail. 

Perennial rhinitis was the most frequent 
type of nonseasonal allergy in the 117 cases 
used in this study. It often occurs with other 
allergic manifestations (figure 1). Diagnosti- 
cally, it is rather easy to confuse perennial 
rhinitis with the common cold because of the 
similarity in symptoms, which include sneez- 
ing, watery nasal discharge, itching and nasal 
obstruction. The chief differences are mani- 
fested in its chronicity and in the appearance 
of the nasal mucous membrane. Even when 
this condition is finally recognized as an aller- 
gic one, it requires long and careful manage- 
ment, and the results are often disappointing. 
While the physician seeks the cause, the pa- 
tient’s most irritating symptoms can be some- 
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TABLE 2 


SENSITIZING AGENTS IN CASES OF NONSEASONAL ALLERGY 





POSITIVE INTRADERMAL TESTS FOR SENSITIVITY TO FOODS 


Cases 





CLINICAL EVIDENCE OF 


SENSITIVITY TO INHALANTS 


Cases 

































































Foods ‘Cases | Foods Foods Cases Inhalants 
Chocolate 26 Grapefruit 7 Lettuce 2 House dust 112 
Bananas 23 Lemons 7 Prunes 2 Foods 98 
Tea 20 | Coffee 6 Rye 2 Feathers 54 
Strawberries 15 Chicken 6 Cinnamon 2 Animal dander 22 
White potatoes 13 String beans 6 Peppermint 2 Orris root 13 
Oranges 13 Pineapple 6 Milk 1 Tobacco 7 
Coconut 12 Rice 6 Crabs 1 Pyrethrum 5 
Tomatoes 11 Soybeans 6 Shrimp 1 Kapok 3 
Cornmeal 11 =| Pork 5 Lobster 1 Flax 2 
Lima beans 10 | Oatmeal 5 Turkey 1 Yeast 2 
Spinach 10 | Oysters 5 Walnuts l Cottonseed mea! 2 
Beets 9 | Apples 5 Cauliflower 1 
Grapes 9 Peaches 5 Pumpkin 1 
Peanuts 9 Fish 4 Cherries 1 
cOcA-COLA® 9 | Cabbage 4 Cloves 1 
Eggs and peas 8 | Barley 4 Vanilla 1 
Clams 7 | Wheat 4 Cashew nuts 1 
Asparagus 7 Lamb 3 Goat’s milk 1 
Celery 7 Carrots 3 Mustard 1 
Cantaloupe 7 | Beef 2 
ALLERGIC DISORDERS TREATED 
PERENNIAL RHINITIS (PR) 
PR + ASTHMA | 
PR + HAY FEVER | 
|  PR+ SINUSITIS 
PR+ MENIERE'S SYNDROME 
PR+ URTICARIA 
ASTHMA + HAY FEVER ‘| 
ASTHMA | 
URTICARIA 
ECZEMA 
| ASTHMA, ALLERGIC RHINITIS, ECZEMA 
ASTHMA, HAY FEVER, URTICARIA 
ASTHMA + ECZEMA 
ANGIOEDEMA 
ASTHMA, ECZEMA, URTICARIA 
ASTHMATIC BRONCHITIS 
| | | | | | | | | J 
1@) 2 a S 8 10 12 IS is 20 22 
NUMBER OF PATIENTS 
FIGURE l. 
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what relieved by antihistamines. Perennial 
rhinitis is one of the most stubborn of allergic 
diseases, and the symptoms seldom are re- 
lieved completely with medication alone. 

Contact dermatitis is another major allergic 
problem which knows no season. Here again 
the chief value of antihistamines is in provid- 
ing some symptomatic relief while the physi- 
cian attempts to discover the sensitizing agent. 
In a female patient, the search should start 
with cosmetics. Experience indicates that few 
women admit to more than the use of “a little 
powder and lipstick,” but when requested to 
bring every single skin cream, hair spray, 
make-up base and “beauty aid,” they bring 
about 20 items; many are highly sensitizing. 

Male sufferers from this disorder are fre- 
quently industrial workers in whom stubborn 
dermatoses develop as a result of their jobs. 
In diagnosing such conditions, it is impor- 
tant to take a careful history with special 
attention to the time of onset and the nature 
of substances used in performing the job. 
Sometimes a patch test may be necessary. In 
the case of workers whose jobs bring them in 
contact with a great variety of possible sensi- 
tizing agents, it may be a long and trying task 
to isolate the offending allergen. Sometimes 
it may be necessary to have the patient dis- 
continue work for several weeks, and treat him 
symptomatically with antihistamines. In some 
cases no cure is possible without a complete 
change of employment. 

Another skin manifestation that is preva- 
lent in or out of season is urticaria. Either 
food or inhalants may be involved; in cases 
in which the disease is chronic, there is a 
strong possibility of an emotional basis for 
the disorder. The primary subjective symp- 
tom, itching, may be controlled by antihista- 
minic therapy, although it is sometimes neces- 
sary to increase the usual dose. The more 
potent antihistamines such as BENADRYL® hy- 
drochloride and PHENERGAN® hydrochloride 
are especially suitable when some sedative 
effect is most desirable. 


Choice of Antihistamines 


Over the years, most of the new antihista- 
mines have been given an informal trial, part- 
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ly in the hope of finding the ideal one and 
partly to make room for samples of even new- 
er antihistamines and other drugs distributed 
by representatives of pharmaceutical manufac- 
turers. In looking over the case histories, it 
was noted that the old reliable preparations 
such as TELDRIN®, Benadryl hydrochloride, 
CHLOR-TRIMETON® maleate and Phenergan 
hydrochloride were used most frequently, and 
generally were suitable. A great many of the 
patients had been taking antihistamines which 
had been prescribed by their referring physi- 
cian. No effort was made to change to other 
antihistamines if their experience was satisfac- 
tory with the one they were taking. 

Teldrin proved to be the work horse of the 
group because, besides being effective and well 
tolerated, it is especially convenient for the 
busy patient; one dose provides an effect last- 
ing 12 hours, and the patient can easily re- 
member to take a SPANSULE® in the morning 
and at bedtime.’”** Chlor-Trimeton maleate 
and PYRIBENZAMINE® hydrochloride are also 
useful for daytime use. When a little sedation 
is in order, Benadryl and Phenergan are de- 
pendable choices. With few exceptions, it was 
found that one or the other of these drugs 
could be prescribed to meet the individual 
needs and responses of each patient. 

Because patient response to antihistamines 
is variable, there is a temptation to condemn 
without sufficient evidence. The fact that one 
antihistamine fails to relieve a patient is no 
indication that it would be useless to try an- 
other. Some allergists even make it a practice 
to rotate antihistamines in each case so as to 
avoid tolerance. The experimentally minded 
physician may be comforted by the fact that 
there are at least 60 preparations available 
for such rotation. As long as the search for 
the ideal antihistamine continues, there will 
probably be a great many more. 


Summary 


The purpose of this paper is to direct at- 
tention to the usefulness of antihistaminic 
drugs as adjuvant therapy in the treatment of 
a number of common nonseasonal allergic 
conditions. Because of the large number of 
these drugs and the great variety of conditions 
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in w tich they are used, a complete review is 
beyond the scope of this paper. The informa- 
tion and opinions expressed are based on 200 
case records from my files, together with re- 
ports from the literature dealing with antihis- 
tamines in cases of nonseasonal allergy. 

This survey of my experience and of the 
literature indicates that antihistamines are 
useful in relieving respiratory and dermato- 
logic symptoms of the patients who have non- 
seasonal allergy. The high percentage of al- 
lergic children occurring in this series of cases 
and the high incidence of sensitivity to choco- 
late were interesting side lights noted in the 
survey of case records. 


I am particularly indebted to Dr. Charles F. Milon for 
his assistance. 
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The tendency to psoriasis is latent, requiring a causative constellation before 
lesions become evident. Large, coherent scales which reveal dull, reddish papular 
lesions when removed are characteristic. Some 29 unusual forms of psoriasis 
have been differentiated; the intertriginous type may be the most difficult to di- 
agnose. Psoriasis is treated topically and systemically and with physical therapy. 


DISEASES OF THE SKIN—Fourth of a Series 


Psoriasis: Recent Advances 


in Diagnosis and Management 


REES B. REES* 


University of California School of Medicine, San Francisco 


Psoriasis is a “physi- 
ologic birthmark.”' Al- 
though the formation 
of large coherent scales 
is its most conspicuous 
feature,” the scales may 
be absent, particularly 
in body folds. That the 
epidermis is actively 
growing is proved by 
greater oxidative and 
reductive activity, in- 
creased glycolysis, increased insensible per- 
spiration in the psoriatic plaque, and an in- 
crease of various enzyme activities aside from 
dipeptidases, which are said to be virtually 
nonfunctional. Histologically, there is enor- 
mous active growth of the epidermis, striking 
increase of the stratum corneum, persistence 
of cellular nuclei into the horny layer, and a 
remarkable proliferation of the subepidermal 
capillaries.* 


REES B. REES 


*Subdepartment of Dermatology, Department of Medicine, University 
of California School of Medicine, San Francisco, California. 
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Genetic Background 


Evidence favors a simple mendelian domi- 
nant mechanism with a low manifestation 
rate.’ There is also a digenetic recessive the- 
ory.” The tendency to psoriasis is latent, re- 
quiring a causative constellation to allow the 
lesions to become evident.® The genetic back- 
ground cannot be disregarded, if for-no other 
reason than because of the high cencdrdance 
rate in identical twins."’* It has been said that 
any estimate of the familial incidence of less 
than 33 per cent has not been thoroughly in- 
vestigated.” Several authors* have been able 
to trace psoriasis through four generations. 
The homozygous state of an irregularly domi- 
nant gene for psoriasis may explain the occa- 
sional severe generalized form. 


Biochemistry 


There is no distinctive biochemical or physi- 
ologic characterization of the psoriatic per- 
son.” A protein dysfunction in the psoriatic 
lesion (lack of dipeptidase activity) has been 
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descr. bed.’° This affects the nonkeratinous 
portion of the horny layer and has distinctive 
features in the psoriatic lesion: decreased 
water-binding capacity, low amino nitrogen 
and high sulfhydryl content. (Keratin itself is 
composed of fibrous protein and constitutes 
four-fifths of the horny layer.) Unfortunately, 
other scaling lesions have not been similarly 
studied. Some investigators’® believe that there 
is a dipeptidase inhibitor in the scale and per- 
haps elsewhere in the psoriatic lesion. How- 
ever, others” suggest the lack of an enzyme 
activator. Fat metabolism is not important in 
the pathogenesis of psoriasis.* 


Usual Course and Incidence 


In temperate climates, 85 to 90 per cent of 
psoriatic persons are improved in the summer- 
time and 10 to 15 per cent in the wintertime. 
Some lesions are resistant to all forms of treat- 
ment,'’ and, in some parts of the world, there 
are apparently no regular seasonal varia- 
tions.” '* One study’* of 718 patients showed 
that from 60 to 76 per cent had psoriasis con- 
tinuously for 30 years. Psoriasis is one of the 
most persistent and stubborn of all diseases. 

In estimating the incidence of psoriasis in 
the United States, Gahan’* concluded that it 
occurs in not less than 1 per cent of light- 
skinned persons and probably in a consider- 
ably higher number. Others’ have placed the 
incidence in light-skinned persons at between 
1 and 2 per cent. A similar estimate has been 
made for England.’? Lomholt’* found that 
nearly 3 per cent of Faroe Island inhabitants 
(11,000 of whom he personally examined) 
had psoriasis. Ingram'® found that 6.5 per 
cent of 25,000 dermatologic patients had 
psoriasis. 

It is generally agreed that dark-skinned 
races have a much lower incidence of pso- 
riasis. In one study” in the United States the 
modal age of onset in women was found to be 
10 to 19 years and 20 to 29 years in men; 
the average age of onset was 28 years in wom- 
en and 32 in men. In a study” of 1,417 pa- 
tients it was found that this disease developed 
in half the male patients before the age of 19 
and in half the female patients before the age 
of 12. It developed in three-fourths of the men 
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before they were 26 years old and in three- 
fourths of the women before they were 19. 
While some earlier authors found that there 
might be some disproportion of incidence be- 
tween the sexes, current evidence indicates 
there is no difference. 


Diagnosis 


Large coherent scales are characteristic of 
psoriasis. If the scale is removed, dull, reddish 
papular lesions of varying size and extent are 
revealed; this change is consistent with the 
histologic picture of epithelial overgrowth. 
While the usual distribution is over the ex- 
tensor surfaces of the body, such as the points 
of the elbows and knees and on the scalp, the 
eruption can be over the entire body in 15 per 
cent of patients. It may be asymmetric in 15 
per cent.'* 

Unusual forms—Michelson™ differentiated 
29 unusual forms of psoriasis which have been 
insufficiently emphasized and which can be 
very difficult to diagnose clinically and his- 
tologically. Some variants may suggest sebor- 
rheic dermatitis, eczema squamosum, neuro- 
dermatitis or lichen planus. Psoriasis is rare 
in childhood, and in the first decade of life 
there are three rare variants: a spinous form, 
consisting of horny spikes on the elbows and 
shins; an acute guttate form, accompanied by 
angina and fever; and a localized cephalic 
variety in which the scale may sheath the 
hairs. Differential diagnosis of the latter in- 
cludes ringworm of the scalp. 

Psoriasis may have its first onset in the 
aging person. A scant scale resembling lupus 
erythematosus may appear on the cheeks. A 
variety reminiscent of acrodermatitis chronica 
atrophicans occurs on the distal portions of 
the extremities. Dry squamous or pustular le- 
sions may occur only on palms or soles, or 
there may be vesicles suggestive of dyshidrotic 
eczema. Occasionally there may be a solitary 
reddish plaque on the glans penis. Involve- 
ment of the nucha is particularly puzzling in 
women past the age of 50 and may be con- 
fused with localized forms of neurodermatitis 
and seborrheic dermatitis. Nails may show a 
variety of changes, including fine stippling or 
pitting, dull grayish discoloration, overgrowth 
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FIGURE 1. Inverse psoriasis involving the anogenital area. 
In the absence of typical lesions elsewhere, the diagnosis 
can be very difficult. Itching is prominent. A local ap- 
plication of 0.1 per cent Anthralin ointment or 1 per 
cent hydrocortisone ointment twice daily is excellent 
treatment. 


with chalky changes, and considerable distor- 
tion with defects from breaking off and from 
the formation of craters due to evacuation of 
chalky deposits. 

Of all the unusual forms of psoriasis, the 
intertriginous type (figures 1, 2 and 3a and 
b) may be the most difficult to diagnose. In 
the areas shown the moisture and maceration 
may obscure the usual lesions of psoriasis. A 
positive culture of Candida albicans or other 
fungi may also cloud the picture, especially 
when the glabrous skin is entirely clear of 
psoriatic lesions. 

In a persistent eruption in the axillary, 
genital-crural or perianal area, psoriasis must 





FIGURE 2. A unique case of erosive involvement of the 
vaginal mucosa of three months’ duration in a 19 month 
old girl. Typical psoriatic lesions were present else- 
where on the body. Relapse still had not occurred one 
year after a total dosage of 3 mg. Aminopterin adminis- 
tered orally in divided doses of 0.25 mg. daily. 


be considered. Stippling of the nails (figure 
4) and a mild arthritis may be the only early 
signs of the disease which will aid in diagnosis. 

Exfoliative dermatitis may be present over 
the entire body; it is occasionally accom- 
panied by crippling arthritis. The eruptive 
form may be guttate (figure 5) and may have 
an abrupt onset. Patients with this form of 
psoriasis often state that they have been under 
prolonged stress or tension. Generalized forms 
may occasionally be pustular, with arthritic 
changes, and it is possible that Reiter’s disease 
and keratosis blennorrhagica may be variants 
of psoriasis. 

The term “pustular psoriasis” deserves spe- 


FIGURE 3a. Psoriasis of the axilla. b. 
Three weeks after the patient had re- 
ceived daily doses of 0.5 mg. Aminop- 
terin administered orally for 12 days. 
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FIGURE 4. Stippling of the nail in psoriasis. Some derma- 
tologists believe that stippling is pathognomonic of the 
disease. 


FIGURE 5. Guttate psoriasis. This condition is similar to 
an exanthem and requires soothing treatment, sedation 
and bed rest. 
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cial consideration. According to Ingram*® the 
lesions of pustular psoriasis are dry abscesses 
(Monro’s abscesses) which become exudative. 
Drying pustules form brownish macules, and 
when scales are removed they leave red glazed 
skin. Differential diagnosis of pustular pso- 
riasis includes acrodermatitis continua or per- 
stans, and so-called pustular bacterid of An- 
drews. Ingram pointed out that 0.53 per cent 
of 25,000 dispensary patients had persistent 
pustular eruptions of extremities. Of 1,625 
patients with psoriasis, 8 per cent (133) had 
acral pustular eruptions. Of these, 35 were 
considered to have true psoriasis; 98 had no 
accompanying lesions of psoriasis. Therefore, 
two of three persons with chronic pustular 
eruptions of the extremities may not have 
psoriasis. 

Psoriatic arthritis—Is there such a thing as 
psoriatic arthritis? Evidence now favors an 
affirmative answer. The incidence of arthritis 
is much higher among psoriatic patients than 
among persons who have any other single com- 
mon skin disease.* Estimates of the rate of 
occurrence of arthritis in psoriatic patients 
have varied from less than 1 per cent to 25 
per cent, with ranges in between of 12 and 13 
per cent.'* In a large-scale study (1,417 pa- 
tients), Romanus” found chronic polyarthritis 
in only 2 per cent of patients with psoriasis. 
Nail disease may precede joint disease. There 
may be exacerbations and remission of skin 
and joint lesions simultaneously, although this 
observation was denied by one author.’® 

Negative findings*’ which tend to differ- 
entiate psoriatic arthritis from rheumatoid and 
other forms of arthritis include absence of 
carditis, rheumatic nodules, preceding infec- 
tion, erythema nodosum, leukocytosis, and cir- 
culating antibodies (which may be demon- 
strated in rheumatoid arthritis). There is a 
predilection for the terminal phalangeal joints 
in psoriasis, and the sedimentation rate may 
be elevated. Roentgenographic studies show 
earliest changes in interphalangeal joints, mar- 
ginal erosions of phalanges, later scalloping of 
the bony cortex and eventual gross destruc- 
tion of the bone ends (“pencil sharpener” de- 
fects), little evidence of healing, occasional 
overgrowth at the tendon inserts (cuplike), 
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and, occasionally, irregular nodules of new 
bone formation near the involved joints. Anky- 
losis rarely occurs.’® One cannot diagnose pso- 
riatic arthritis from histologic sections. 

Results of the Rose-Waaler test (differential 
sheep cell agglutination test) were negative in 
a small group of patients with psoriatic arthri- 
tis, in contrast to patients with rheumatic ar- 
thritis.*' A simple precipitation test*” for de- 
tecting large quantities of rheumatoid factor 
is now available. This is a modification of the 
so-called F-II test and gives a negative reac- 
tion in psoriatic arthritis. 

Koebner’s phenomenon—This condition re- 
fers to the localization of psoriatic lesions in 
areas of irritation or injury (isomorphous re- 
action) and is considered to occur at one time 
or another in a very high percentage of per- 
sons with psoriasis. It is a reaction pattern 
rather than a specific response to a specific 
stimulus,* and it may result from local increase 
in metabolic activity. It can be produced ex- 
perimentally by scarification, electrodesicca- 
tion, tape stripping and primary irritants. 
Clinically, it may follow insect or animal bites; 
burns; dermatitis; drug reaction; excoriation; 
incision; lichen planus; lymphangitis; mili- 
aria; photosensitivity; pityriasis rosea; pres- 
sure (as from a belt, truss or arch support); 
radiation with ultraviolet light, x-ray or grenz 
rays; skin tests; vaccination; vitiligo, and 
zoster. One must always hesitate to treat pso- 
riasis vigorously, because the disease may be 
in a reactive phase, resulting in the produc- 
tion of new lesions at sites of irritation. 

Auspitz’s sign—The capillaries in psoriasis 
are very actively growing and the roof over 
the papillae is thinned. Thus, the capillaries 
are laid bare and bleeding is produced when 
overlying scale is removed. This sign is not 
relied on to any extent, since when it is pres- 
ent the disease is usually clinically obvious. 

W oronoff’s ring—There may be a halo of 
vascular change about each psoriatic papule, 
known as the ring of Woronoff. This is pre- 
sumably due to increased capillary permeabil- 
ity as well as local stasis:* however. the exact 
nature and significance of the altered skin sur- 
rounding the psoriatic lesions are not clearly 
understood. This also may be referred to as 
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Herrmann’s ring of increased fluorescence and 
has been observed as a nonstained ring about 
the psoriatic lesions treated with chrysarobin 
and other substances. 

Mucous membranes—Involvement of mu- 
cous membrane is exceedingly rare. Oral mani- 
festations are irregular white-gray plaques on 
the lips and in the floor of the mouth and are 
histologically characteristic.°* They may re- 
semble lichen planus and leukoplakia. Hereto- 
fore, lesions have not been reported on the 
vulval mucosa, although they may occur on 
the adjacent skin.** 

Otitis externa—Otitis externa is a symp- 
tom complex, and psoriasis occasionally may 
manifest itself solely in the external ears and 
auditory canals. Lesions may eventually in- 
volve the tympanum.”° 

Biopsy—The characteristic histologic archi- 
tecture in psoriasis has been mentioned previ- 
ously. Biopsy is rarely necessary but may be 
very helpful in atypical forms. 

Flesch-Esoda test—Taking advantage of the 
fact that psoriatic scale is high in sulfhydryl 
content and low in amino nitrogen, directly 
reflected in a reduced water-binding capacity 
of the psoriatic horny layer, Flesch and Esoda 
have evolved a test for psoriasis, employing 
the ninhydrin reaction on the psoriatic scale.*® 
However, it is not of proved value in distin- 
guishing psoriatic scale from that of seborrheic 
dermatitis or other scaly conditions. 


Treatment 


The underlying tendency to psoriasis will 
persist even though the lesions may be tem- 
porarily cleared. Lesions also may become re- 
fractory and unresponsive to treatment which 
formerly was effective. New lesions may de- 
velop on the basis of the Koebner phenomenon 
if irritation is induced. There is no safe, regu- 
larly effective systemic treatment for psoriasis. 
A hard core of patients with psoriasis are ex- 
tremely difficult to treat, and, indeed, the dis- 
ease may be incurable: however, in the ma- 
jority of patients, the eruption can be removed 
and a remission obtained. Local treatment is 
all-important. and it has been said that no 
dermatologist would expect to clear up the 
eruption with systemic treatment alone.*' It is 
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Fic. RE 6. Psoriasis of 
the scalp, resembling 
seb rrheic dermatitis. 
Another form of this 
con tition is an ostra- 
ceous cap. 


not usually reasonable to expect the patient 
to do the things at home that are necessary 
to control the disease, such as assiduously ap- 
plying disagreeable ointments. Halfway meas- 
ures therefore result. It is an accepted fact 
that in the United States facilities for hos- 
pitalization and proper care of dermatologic 
patients are inadequate. Some authors'*''” 
stress the need for early treatment before the 
lesions have become thoroughly entrenched, 
believing that permanent remissions are more 
likely to be effected under such circumstances. 

Topical treatment—An acute and extensive 
eruption should be treated soothingly with 
colloid baths, shake lotions, mild sedation and 
bed rest if possible. In subacute phases one 
may use 5 per cent solution of coal tar in cala- 
mine lotion. For chronic phases, the tradi- 
tionally useful preparations are the following: 
tars, phenol and cresols, chrysarobin and An- 
THRALIN®, mercury, salicylic acid, sulfur and 
resorcinol. Three per cent iodochlorhydroxy- 
quin U.S.P. in an emulsion base is particularly 
worthwhile for infected or eczematized lesions: 
however, it has the disadvantage of staining, 
and it may be irritating to the eyes. Hydro- 
cortisone is applicable topically for inflamma- 
tion or pruritus. Other agents mentioned here 
are discussed in standard texts. Because pso- 
riasis of the scalp (figure 6) is a special prob- 
lem, it is worth mentioning that it may be 
treated by a clean oily liquid containing a 
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small amount of phenol (P & S Liquid), but 
this medication must be used assiduously.** 

Systemic treatment—In an appraisal of the 
internal use of arsenic for psoriasis, Osborne"’ 
insisted that if one cannot control its use it 
should not be employed because of the long- 
range disadvantages of uncontrolled adminis- 
tration, such as the development of hyperpig- 
mentation, keratoses and the various types of 
malignancies. Questionnaires answered by 66 
dermatologists indicated that 37 use or have 
used arsenic; 30 stated that it is of definite 
value. For details of dosage one should con- 
sult standard texts.~” 

Corticotropin and the corticosteroids will 
clear the lesions of psoriasis in many instances; 
however, the dosage required in an adult is 
usually prohibitive.*” Unusual forms of the 
disease, such as crippling psoriasis over the 
entire body, erythrodermic psoriasis in chil- 
dren, or pustular psoriasis, may respond well 
to moderate dosage. Recently, there has been 
considerable interest in some new cortisone 
analogues, namely, 9-alpha-fluoro-16-alpha- 
hydroxy-delta-1 hydrocortisone (triamcino- 
lone) and methylprednisolone (MEDROL®). 
These compounds may possibly have unique 
properties in dermatologic disorders.*’ Triam- 
cinolone in dosages as low as 6 to 8 mg. daily 
has been called far superior to any other ste- 
roid in treating actively extending psoriasis; 
the initial dosage is 16 mg. daily for a week.” 
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In. addition to undesirable physiologic effects 
encountered with older corticosteroids, triam- 
cinolone may cause diuresis with weight loss, 
perhaps some tissue wastage, and a unique 
syndrome: headache, dizziness, drowsiness 
and weakness (in 12 of 70 patients).** In our 
own experience, a dosage of 8 mg. triamcino- 
lone daily has provided excellent control in 
8 of 18 patients. Even this modest dosage was 
not without undesirable physiologic effects. 

Therefore, the corticosteroids are not to be 
used for the routine treatment of psoriasis. 
They may be useful for short-term therapy 
when the disease is crippling or disabling. Re- 
lapses following withdrawal of the corticoste- 
roids are routine. 

AMINOPTERIN® (4-aminopteroy! glutamic 
acid), which is a folic acid analogue, should 
be mentioned in any discussion of the systemic 
treatment of psoriasis, because it often will in- 
duce remission of variable duration.’ **** 
This drug can never be used in pregnancy and 
has many other serious drawbacks. It must be 
considered investigative; its effects are unpre- 
dictable and may be violent. However, it 
should be considered for life-ruining forms of 
the disease, because it may induce remissions 
in as high as 80 per cent of patients, although 
incidence of toxic effects due to excessive epi- 
thelial inhibition may run as high as 20 to 30 
per cent. No one should use this drug with- 
out thoroughly familiarizing himself with its 
indications and contraindications. 

Many other systemic forms of treatment 
will not be mentioned here because beneficial 
results are too infrequent or because the com- 
pounds have not been evaluated in this coun- 
try. There are a number of measures which 
may help individual patients with psoriasis. 
In general, diet is quite useless as a means of 
managing the disease. Similarly, vitamins are 
not particularly worthwhile. 

Several authors** *° have observed that syn- 
thetic antimalarial agents may first induce an 
exfoliative dermatitis and then, on withdraw- 
al, allow the lesions of psoriasis to clear en- 
tirely. Although it has not been proved, the 
mechanism might be the induction of a chemi- 
cal sun-screening effect, because psoriasis pre- 
sumably is greatly benefited by sunlight. This 
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supposedly would allow the lesions to become 
much worse, and then to clear on withdrawal 
of the drug. 

Physical therapy—The value of sunlight for 
psoriasis is unquestioned and well document- 
ed. Artificially produced portions of the spec- 
trum of ultraviolet light are of undoubted 
benefit in treating psoriasis. An attempt is 
made to produce the very slightest erythema 
or to remain just below the level of an ery- 
thema-producing dose if possible. The nearest 
to a standard treatment of psoriasis in this 
country is the Goeckerman method."' This con- 
sists of applying 2 to 5 per cent crude coal tar 
in a petrolatum base; the lesions are left 
anointed for 24 hours, and then are wiped off 
with mineral oil, leaving a brown stain. The 
entire body is then exposed to ultraviolet light, 
beginning with exposures that avoid erythema. 
Daily exposures of conservative duration are 
lengthened rapidly as tolerance increases. 
Gradual tanning is the object, and tanning 
the entire body by natural sunshine is prefer- 
able. The method is less effective in nummular 
psoriasis of recent origin and in exfoliative 
cases. Ellis, Wooldridge and Weiss* have 
shown that the ultraviolet light need not be a 
necessary part of this regimen; they were able 
to benefit patients simply by painting the le- 
sions daily with a solution of coal tar. 

It is necessary to exert firm control over the 
patient who is being treated with x-ray ther- 
apy, because patients have a common tend- 
ency to shop around and thus may receive a 
total dosage which might be dangerous. 

Grenz ray therapy apparently is not as ef- 
fective as conventional, superficial, fractional 
x-ray therapy, but it has the theoretical advan- 
tage of being much safer. Grenz rays are pro- 
duced in the range of 10 to 15 kv in contrast 
to superficial x-rays produced by 60 to 100 
kv. The rays are ultrasoft, do not penetrate to 
the gonads, and do not affect deeper tissues. 
Klem** found that 63 of 80 patients with pso- 
riasis responded well to Grenz ray therapy. 
and Reymann* also attested to its benefit. In 
this country, Bucky, Combes, Sulzberger and 
others have popularized the use of this modal- 
ity. In our own experience it has proved to be 
of distinct value in many cases of psoriasis. 
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NUTRITION IN CLINICAL MEDICINE 


Kwashiorkor 
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Tue physician practicing in the United States 
will probably never see some of the great in- 
fectious diseases of mankind—bubonic plague, 
typhus, schistosomiasis, leprosy. Yet, some 
knowledge of the diagnosis, treatment and pre- 
vention of such diseases is part of his medical 
culture. Similarly, it is highly unlikely that 
most readers of PosTGRADUATE MEDICINE will 
ever see a single case of what are probably the 
most common and most malignant of all nu- 
tritional deficiencies—kwashiorkor and ma- 
rasmus, the protein deficiency diseases of 
young children. Even the name “kwashior- 
kor” is probably unknown to most medical 
men who studied nutrition before 1950. It is 
a Gold Coast term, the meaning of which is 
yet unclear. Some say it denotes the disease 
of the second or displaced child and marks its 
association with weaning; some say the term 
means red child because of the associated dys- 
pigmentation.’ The syndrome was identified 
just before World War II and recognized in 
the late 40s for what it is: one of the most 
widespread scourges of mankind. Because it 
affects tens of millions of children throughout 
the world, some knowledge of this disease has 
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thus also become part of the culture of the 
well-rounded practitioner. Because it is the 
result of too low a protein level in the diet, 
it is relevant to the knowledge of any physi- 
cian concerned with the growth and nutrition 
of children, even if it corresponds to malnutri- 
tion that is so extreme that it is almost never 
seen in the United States. (Kark’ observed 
one or two cases in Chicago, and the possi- 
bility that some cases may occur among de- 
pressed groups in large cities, e.g., Puerto 
Ricans in New York, cannot be excluded. ) 


Synonyms 


The multiplicity of names by which kwash- 
iorkor has been called testifies to its world- 
wide distribution. Some of the synonyms 
which have been used are as follows: malig- 
nant malnutrition (South Africa), which em- 
phasizes the lethal aspects of the disease if 
untreated; bouffissure d’Annam (Indochina), 
which means Vietnamese swelling and singles 
out the symptom of edema; fatty liver of 
Brahman children (India), which accents an- 
other aspect of the pathology; and sindrome 
policarencial infantil (Central America), 
which illustrates the fact that protein deficien- 
cy is usually accompanied by low intakes of 
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FIGURE 1. Moderately severe kwashiorkor in a Guate- 
malan child. 


(From the Institute of Nutrition of Central America and Panama 


[I.N.C.A.P.].) 


the water-soluble vitamins. Kwashiorkor 
merges with other nutritional syndromes such 
as mehlnahrschaden and marasmus, in which 
calories and protein are lacking in the diet.° 


Definition 


Kwashiorkor is perhaps best defined as a 
nutritional syndrome (or syndromes) in which 
a deficiency of good-quality protein appears 
to be a dominant factor. It is found among 
many poor populations, especially among 
young children. Symptoms characteristic of 
this disease are retarded growth and matura- 
tion; apathy and sometimes also irritability; 
anorexia; diarrhea and sometimes vomiting; 
alteration in color and texture of the hair and 
sometimes the nails; lesions of the skin mark- 
ing varying degrees of hyperkeratosis, dyspig- 
mentation and desquamation; edema; marked 
fatty infiltration of the liver; and a heavy mor- 
tality in the absence of proper treatment. 


Distribution 


We have already noted that the various 
synonyms for the name “kwashiorkor” (which 
has become the accepted name since it was en- 


dorsed by the World Health Organization and 
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FIGURE 2. Edema, dermatosis and acrocyanosis in moder- 
ately severe kwashiorkor. 


(From the Institute of Nutrition of Central America and Panama.) 


the Food and Agriculture Organization of the 
United Nations) testify to its widespread in- 
cidence. It is found wherever tropical peoples 
subsist on starchy staple foods without ade- 
quate protein supplements. It has been studied 
particularly thoroughly in Mexico and Central 
America,* South America,” Jamaica,® India‘ 
and Central and South Africa;*'° but it is 
found as well in North Africa, the Near East 
and in many areas of Asia in addition to India. 
Its prevalence within populations can be ex- 
tremely high. It has been claimed that prac- 
tically every child in certain African and Cen- 
tral American regions, for example, has or has 
had some degree of protein malnutrition bor- 
dering on kwashiorkor. 


Etiology 


Lack of proteins, particularly complete pro- 
teins, seems to be principally responsible for 
the constant pathologic changes in kwash- 
iorkor. These appear to be the result of a de- 
ficiency of good-quality protein in general 
rather than a deficiency of a single amino 
acid. The disease is rarely observed during 
the period of breast feeding as long as the sup- 
ply of maternal milk is adequate. It closely 
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follows weaning and transfer of the child to 
starch gruels when maternal milk is replaced 
by low-grade foodstuffs. 


Pathologic and Clinical 
Characteristics 


The following signs, symptoms and patho- 
logic findings are observed: 

1. Retardation of growth, beginning at the 
late breast feeding, weaning and postweaning 
ages. This symptom is fundamental to kwash- 
iorkor but also common to other conditions, 
such as undernutrition due to lack of avail- 
able calories or to anorexia, marasmus and 
atrophy. In spite of the serious growth retarda- 
tion, the infant with kwashiorkor does not al- 
ways look emaciated or starved. If he has 
been provided with considerable starch or 
sugar while being deprived of protein, his sub- 
cutaneous fat may be appreciable, and, par- 
ticularly if mild edema is present and there is 
no dermatosis, the infant may superficially ap- 
pear to be well nourished. 

2. Edema. Serum albumin is generally re- 
duced in kwashiorkor and is almost universal- 
ly reduced to a marked degree in edematous 
kwashiorkor. Relative hyperglobulinemia is 
often present, whether as a compensatory re- 
action, as a result of parasitic infestation, or 
secondary to liver damage. 

3. Fatty infiltration of liver. The liver is 
usually not palpable but is universally found 
to be extremely infiltrated with fat, frequently 
to such an extent that the normal lobulation 
is hardly recognizable. 

4. Dyspigmentation and dermatoses. There 
may be both a reduction of the quantity of 
hair and skin pigment and qualitative altera- 
tion. This must be distinguished from hypo- 
pigmentation due to admixture with people of 
lighter color or inborn mutations (“half al- 
binos”). Skin dyspigmentation due to kwash- 
iorkor can be patchy or diffuse; in some cases 
it may cover the entire body. Hyperpigmenta- 
tion is also frequently observed. 

Properly speaking, dermatoses in kwash- 
iorkor do not appear to be the same in various 
regions of the world and, therefore, probably 
have several different origins. A very common 
form is an eruption of sharply defined, black, 
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varnished patches on areas exposed to irrita- 
tion (diaper area, buttocks, back, etc.). These 
are not confined to areas exposed to sunlight 
(hand and face), thus permitting differentia- 
tion from pellagra. The hyperpigmented areas 
may become dry, cracked and scaled and may 
peel. In extreme cases, they may blister and 
resemble second-degree burns. 

Vascular fragility, ischemia and _ necrotic 
lesions are also seen in extreme cases in many 
areas of the world. 

5. Gastrointestinal disorders and reduction 
of pancreatic and duodenal enzymes. Mucosal 
lesions and atrophy, diarrhea and deficient 
intake may be all part of a vicious circle. Pan- 
creatic fibrosis is observed but is by no means 
a constant finding. Drastically reduced lipase, 
trypsin and amylase may be a result of the 
atrophy of the pancreas and duodenal mucosa. 

6. Psychic changes. Children with kwash- 
iorkor are usually apathetic and anorectic. 
They appear extremely miserable and may be 
irritable, but they rarely cry. 

7. Mortality in untreated cases. The mor- 
tality in the untreated syndrome is very high. 
Recent studies suggest that the high mortality 
is associated with irreversible biochemical 
changes. In the absence of proper treatment. 
the mortality is never less than 30 per cent, 
and in some areas it is 100 per cent. 


Treatment 


Well-planned treatment is based on our un- 
derstanding of the primary factor in the etiolo- 
gy of kwashiorkor, i.e., primary deficiency of 
good-quality proteins often associated with 
vitamin deficiency, diarrhea and parasites. 
Other factors taken into account are the de- 
gree of severity of the case, the nature and 
extent of dehydration and electrolyte imbal- 
ance, and the presence and nature of intestinal 
parasitosis and other infections. 

The main treatment is dietary. In children 
more than three years old whose general con- 
dition is fair, a complete and balanced diet is 
given from the outset. It is adjusted to the 
age of the child but consists largely of skim 
milk and animal protein (2 gm. per kilogram 
of body weight per day at the start, building 
up to 5 to 7 gm. as soon as possible—usually 
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in » week to 10 days), fresh vegetables and 
ban inas. Some fat can be included as a source 
of c lories after the first few days of treatment. 
In younger children in whom the digestive 
troubles are slight, milk in the dilution of two 
parts of fresh milk to one part of water or rice 
water may be given. In more severe cases, in- 
creasing amounts of diluted skim milk should 
be administered, with due caution exercised 
in the process. Skim milk is sometimes acidi- 
fied as well as diluted to facilitate digestion by 
producing smaller coagulation clots. Treat- 
ment starts with 2 to 3 gm. of protein and 60 
calories per kilogram of body weight. Concen- 
tration is progressively increased, so that as 
soon as possible 6 to 7 gm. of protein per 
kilogram of body weight may be reached. 
Within two weeks, the caloric intake should 
be built up to 100 to 120 calories per kilogram 
of body weight. 

If anorexia is intense at the beginning of 
treatment, a nasal tube is used. Loss of weight 
indicates the disappearance of edema and 
marks the time to change very progressively 
to a more varied diet. Clinical experience has 
shown that the administration of vitamin B 
complex in large doses not only is useless but 
sometimes makes the condition worse. Vita- 
mins C and A, in physiologic doses (the water- 
emulsified form of synthetic vitamin A is pref- 
erable), are often given in the early treatment, 
as these are the two vitamins lacking in the 
diet based on skim milk. Results of use of 
lipotropic agents have been poor. Vitamin B,, 
and folic acid have been used when anemia is 
present and the diet is poor in these nutrients. 
Ferrous sulfate (300 to 600 mg. orally per 
day) may be introduced in the course of the 
first or second week of treatment. Penicillin 
may be given from the outset as a routine pre- 
caution against possible infection, which, in 
children with kwashiorkor, may not manifest 
itself by fever or by an elevated white blood 
cell count. Children do better if they receive 
personal attention and affection throughout 
treatment. 

The following emergency treatments have 
given good results in severe cases: (1) ap- 
propriate intravenously administered electro- 
lyte solutions in marked dehydration follow- 
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ing diarrhea and vomiting (with or without 
edema); (2) blood transfusions in the pres- 
ence of shock or extreme anemia; and (3) 
less toxic drugs from the outset in treatment 
of specific diseases such as malaria. The treat- 
ment of intestinal parasitosis is not undertaken 
until the child has recovered sufficiently to 
start treatment without danger. 


Prognosis in Treated Cases 


The short-term prognosis of mild cases 
given full treatment is good. The frequency 
of multiple episodes is high when home con- 
ditions are unfavorable. The disease recurs 
not only in children taken home by the par- 
ents before the cure is complete but also, less 
usually, in children who leave the hospital 
“clinically cured.” Relapse usually occurs 
three to six months after the child has left the 
hospital. The clinical state during relapse is 
usually similar to and often more sérious than 
that at first admission. Mortality in such cases 
continues high. 

The prognosis of apparently successfully 
treated cases over a longer period or life span is 
not known. It is unlikely, from the world-wide 
distribution of cases, that there is any direct 
cause-and-effect relationship between cirrhosis 
and primary carcinoma of the liver on the one 
hand and kwashiorkor on the other. Adult 
cirrhosis may well result from the effects of 
continued protein deficiency and parasitosis, 
infection and toxic factors on liver already 
damaged in childhood by kwashiorkor. A simi- 
lar situation probably exists in respect to pri- 
mary carcinoma of the liver. 


Prevention 


Proper prevention is based on: 

1. Increasing the supply of animal proteins. 
This entails development, in particular, of 
milk-producing livestock—cattle, sheep and 
goats—and of proper veterinary and process- 
ing facilities. The expansion of fisheries and 
of fish farming offers considerable promise. 

2. Developing proper mixtures of adequate 
vegetable protein, particularly by increasing 
availability of pulses, nuts and green vege- 
tables. 

3. Eliminating the “hungry months,” dur- 
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ing which incidence of kwashiorkor increases, 
by developing cash crops and other additional 
sources of income. 

4. Supplementary feeding programs direct- 
ed toward infants and young children, with em- 
phasis on foods providing adequate amounts 
of good-quality protein. 

5. Education. With the best intentions, 
young mothers in poor tropical countries com- 
mit many grave faults in the nutrition of their 
children. When proper nutrition education 
programs are in effect, it is usually found that 
changes in traditional patterns of infant and 
small child feeding can be introduced fairly 
rapidly. Maternity and child health centers 
have had considerable influence on nutrition 
habits. Family dietary habits also can be in- 
fluenced through schools; however, in under- 
developed areas, girls often constitute a mi- 
nority in school attendance. 

6. Social welfare. In poor areas there are 
usually substantial numbers of small children 
who suffer from plain neglect. This situation 
can be remedied only through the work of 
strong social agencies, which in turn have to 
be educated in regard to nutritional require- 
ments of this age group. 


Summary 


The continued existence of the widespread 
syndrome of kwashiorkor is a challenge to 
physicians and nutritionists everywhere. Per- 
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haps the most meaningful yardstick of the suc- 
cess of our foreign aid programs—at least as 
far as members of the therapeutic professions 
are concerned—could well be regression of 
kwashiorkor. 
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Scicniific Exhibit 


Medical Illustration of “Today 


ASSOCIATION OF MEDICAL ILLUSTRATORS, EXHIBIT COMMITTEE* 


Drawincs and photographs add greatly to the value of medical 
material by attracting interest and increasing the speed of com- 
prehension. Photographic reproduction provides representation, 
but a drawing can offer more than is seen by the camera. Draw- 
ings can incorporate departures from realism that permit clari- 
fication of facts known to exist, whether or not they can be seen. 
The medical illustrator can supply this means of communication 
through his understanding of the subject and of the purpose of 
illustration. 


The Association of Medical Illustrators was organized in 1945 
“to promote the study and to encourage the advancement of medi- 
cal illustration and allied fields of visual education and to pro- 
mote understanding and cooperation between medical and related 
professions.” The Association now has 150 members located in 
the United States and Canada. 





*A. Hooker Goodwin, Chairman, Gladys McHugh, Vice-chairman, Tom Jones, Jean McConnell and 
Elton Hoff, with Angela Bartenbach Mailer and Leon Schlossberg in advisory capacities. Design and 
construction by Emil Hospodar. 


Adapted from an exhibit presented at the annual meeting of the American Medical Association, San Francisco, California. 
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Instruction 





First-year students in medical illustration dissecting in anatomy with medical students. Training 
includes instruction in histology, embryology, neuroanatomy and gross anatomy. 


Various schools throughout 
the country offer training in 
medical illustration. Prerequi- 
sites for applicants include a high 
degree of artistic ability, espe- 
cially in life drawing, and a 
knowledge of basic sciences such 
as zoology, biology and compara- 
tive anatomy. Some schools re- 
quire applicants to have a bach- 
elor’s degree. Dissection in anat- 
omy and other medical courses 
are required of the student dur- 
ing his three year training in 
medical illustration. 


Medical illustrator in surgery. 
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The original art 


Publication ° Lectures . Scientific Exhibits 
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lecture, or for an exhibit, the 
physician may consult the medi- 
cal illustrator concerning pictori- 
al matter desirable for a compre- 
hensive presentation. pete 


Os 'Z 
. \ 


The doctor makes a sketch 
to guide the artist. 
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Preliminary sketch by artist 
which can be corrected. 
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Scientific exhibits often include models as well as photographs 
and drawings. 
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* 
Distribution of members of the A.M.I. in the United States and Canada. 

Schools of Medical Illustration* 
University of Toronto Massachusetts General Hospital 
Faculty of Medicine Boston, Massachusetts 
Toronto, Canada 
Medical Coll University of Cincinnati 
a Col ege College of Medicine 
of Georgia . Cincinnati. Ohio 
Augusta, Georgia 
University of Illinois L niversity of Texas 
College of Medicine Southwestern Medical School 
Chicago, Illinois Dallas, Texas 
The Johns Hopkins University University of Rochester 
School of Medicine School of Medicine and Dentistry 
Baltimore, Maryland Rochester, New York 


*These schools have submitted their curricula for review by the A.M.I. 
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Education for childbirth is a necessary part of prenatal care. Methods used may 
vary from individual instruction by the physician to group or class instruction 
by authoritative persons, agencies or hospitals. Brochures, anatomic and exercise 
charts and motion pictures are valuable teaching aids. The author recommends 
that instruction should cover anatomy and physiology of reproduction, nutrition, 
hygiene and minor problems of pregnancy, and physiology and psychology of 
labor. Results achieved from parent and maternity staff education justify any 


extra effort required. 


Education for Childbirth 


F. W. GOODRICH, JR. 


New London, Connecticut 


Prenatat care as it 
has evolved in this 
country is essentially 
preventive medicine. 
Its effectiveness is at- 
tested by comparison 
of current maternity 
mortality and morbid- 
ity statistics with those 
of 50, 25 and even 10 
years ago. Neverthe- 
less, to realize its full- 
est potentiality, prenatal care must be extend- 
ed to all pregnant women regardless of eco- 
nomic status or locale. It also must incorporate 
the total philosophy of preventive medicine, 
which is not only the prevention of disease, 
but the preservation of health, emotional as 
well as physical. 

In order to best accomplish this goal, the 
patient-physician relationship must be regard- 
ed as a reciprocal one. A doctor can no longer 
expect to achieve his goals solely by virtue of 
his authoritarian position. The best patient is 
a cooperative patient, and cooperation is best 
enlisted by instruction rather than by direc- 
tion, especially when the patient’s educational 
level is equal to that of the majority of Ameri- 
can women. In no other branch of medicine is 
this truer than it is in obstetrics. 

The reassuring pat on the back and the 
“you'll get along fine if you take these pills 
and do as I tell you” are no longer sufficient. 


F. W. GOODRICH, JR. 
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American women are being constantly bom- 
barded with health advice through all media 
of communication. This, in itself, is proof that 
women want such information, for no editor 
would publish an article for which there was 
no reader demand. The advice of misguided 
but well-meaning friends, especially in the 
form of the old wives’ tales, is another type of 
health advice given to pregnant women. 

Education for childbirth, then, is desirable 
in order that patients may interpret and evalu- 
ate correctly all the information and misinfor- 
mation to which they are exposed, and in or- 
der that they may intelligently cooperate with 
their physician in his efforts to help them 
achieve the accepted goals. 


Methods 


The methods of parent education vary con- 
siderably. Much can be accomplished on an 
individual basis during prenatal visits. Unfor- 
tunately, unless this is supplemented in some 
way, it is rarely sufficient, as few practitioners 
can afford the necessary time. 

The information given at the time of in- 
dividual visits can be supplemented in several 
ways. The most obvious is the use of books 
and other printed material sueh as brochures 
and pamphlets. Many doctors give a book on 
prenatal care to each patient; others have 
books available in their offices for use on a 
loan basis; still others use pamphlets either 
written by themselves or distributed by drug 
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firm-. When patients are given reading mate- 
rial. it is the general experience that much 
time is saved by the doctor and his staff, that 
instructions and advice are more accurately 
com) rehended, and that patients have a great- 
er sense of security when they have something 
to which they can refer if problems arise. 

It must be remembered that the reading 
ability of patients will vary widely and that 
to assume that any given patient has read or 
has understood a particular book or pamphlet 
is unwarranted. Questioning patients during 
office interviews will usually show how effec- 
tive the material has been. Such follow-up 
study indicates that reading material given to 
patients must be as simple and as clear as 
possible. Also, patients must be allowed to ask 
clarifying questions during office visits. 

Another method of education is the utiliza- 
tion of group instruction or prenatal classes. 
Here again the exact organization will depend 
on the desires and needs of the practitioner 
and his patients. Among the many variations 
are: (1) instruction of patients in small groups 
by the doctor or his nurse, or both; (2) more 
formal instruction given to larger groups of 
patients by the doctor or his nurse, or both: 
and (3) prenatal classes conducted by some 
agency such as (a) a visiting nurse or some 
organization devoted to the promotion of ma- 
ternal health, (b) hospitals, and (c) a profes- 
sional teacher, usually a nurse, who is spon- 
sored jointly by several doctors. 

Instruction of the patients in small groups 
by the doctor or his nurse, or both, has the 
advantage of informality. Small groups can 
usually be accommodated in the doctor’s of- 
fice and no special room is needed. Husbands 
may or may not be included. In the hospital, 
classes usually are conducted by the obstetric 
nursing staff or by the resident staff. 

Although this by no means exhausts the 
variations which are possible, it includes those 
most often used. Each method has obvious ad- 
vantages and disadvantages. When a doctor 
can instruct his own patients in small groups 
and in an informal setting, the rapport which 
is established is likely to be proportionately 
greater than when his patients are instructed 
by an outside agency. Furthermore, a doctor 
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or his nurse, or both, can best prepare his own 
patients for his own particular routines and 
with his own particular obstetric philosophy. 

Classes conducted by an outside agency 
often have the advantage of professional teach- 
ing, more time and better equipment, and are 
thus likely to be more inclusive than those 
conducted by a doctor for his own patients. 
When classes are conducted in the hospital 
where the patient will be delivered, the patient 
has the opportunity of visiting the maternity 
division and meeting the staff who will be 
present when she is in labor. This is distinctly 
advantageous. When classes are conducted by 
an agent other than the doctor, and when the 
patients include those of several doctors, it is 
important that the instructor be able to ex- 
plain tactfully the variations in technic and 
the conduct of labor which will occur. 


Material 


The actual content of the course of instruc- 
tion will also be subject to wide variations. It 
will depend somewhat on the intellectual and 
educational level of the patients. If they rep- 
resent a cross section of the community or 
if they need persuasion to attend, the mate- 
rial must be simpler and more basic than when 
the patients are college graduates and are 
strongly motivated to attend. However, most 
mothers and fathers, regardless of their edu- 
cational background, will be eager to absorb 
a great deal of information, certainly much 
more than they are usually zble to obtain. 

Any course should include, as a fundamen- 
tal, anatomy and physiology of reproduction. 
This should be followed with information on 
nutrition, the hygiene of pregnancy, and a dis- 
cussion of some of the minor problems which 
may arise in pregnancy. No such course can 
be called complete unless a description of the 
physiology and psychology of labor and de- 
livery is included. By the psychology of labor 
I mean the subjective phenomena which the 
mother will encounter during labor. In this 
connection, the various methods and agents 
used in the control of pain should be discussed 
in order to assure the mother that such drugs 
will be available if the situation warrants. The 
whole approach in all the instruction should 
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be directed at informing the mother of what 
to expect, why it occurs, and what is done. 

Other subjects can be added, according to 
the patients’ desires or the practitioner’s own 
obstetric philosophy, or both. One such sub- 
ject which is often requested by parents is the 
care of the newborn, including infant feeding. 
Another subject which has proved to be ex- 
tremely valuable is relaxation. This may be 
taught as the system of progressive relaxation 
described by Jacobson’ or as hypnotic relaxa- 
tion described by Kroger and Freed,’ again 
depending on the outlook or experience of the 
obstetrician. 

Similarly, the training of patients in the 
use of simple exercises to facilitate good pos- 
ture and better muscular control during both 
pregnancy and labor has proved to be very 
helpful. Both relaxation technics and the exer- 
cises used have been described elsewhere. 


Teaching Aids 


No matter what method of instruction is 
used, there are many teaching aids which are 
available and which add interest and clarifica- 
tion. These range from anatomic and exercise 
charts to motion pictures. Many suitable mo- 
tion pictures are available on loan from state 
departments of health or the American Medi- 
cal Association. Most may be purchased out- 
right. The other teaching aids may be ob- 
tained from the Maternity Center Association, 
48 East 92nd Street, New York 28, New York, 
for a nominal sum. The use of such aids is 
highly recommended. 


Cooperation of Medical and 


Nursing Staff 


One further aspect of parent education de- 
serves consideration. Patients who have had 
it will enter the hospital for labor with confi- 
dence, with little of the traditional anxiety, 
and with certain expectations as to the care 
they will receive. The importance of the rec- 
ognition of these attitudes by the entire mater- 
nity staff cannot be overemphasized. If the 
patient expects to have the sympathetic atten- 
tion and the intelligent cooperation of the 
medical and nursing staff and does not receive 
them, not only will much of the value of her 
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preparation be nullified, but her disappoint. 
ment can have long-lasting psychologic reper- 
cussions. This means that the entire maternity 
staff must be aware of the implications of par- 
ent education. The expectant mother will not 
accept either the assembly-line approach or the 
mechanistic philosophy that has prevailed in 
many maternity services. Husbands who have 
been prepared along with their wives will ex- 
pect to be allowed to be with them at least 
during some part of the first stage of labor and 
will not accept relegation to the traditional 
fathers’ waiting room or being treated as if 
they had no place in the proceedings. 
Consequently, if patients are to derive maxi- 
mal benefits from education for childbirth, the 
maternity staff must also be prepared. Usual- 
ly, when the attendants are adequately briefed, 
it is not long before they find that the personal 
satisfaction that is gained from an empathic 
approach to patients in labor, plus a knowl- 
edge of the technics of caring for prepared 
patients, is so much greater that their enthusi- 
astic cooperation is readily forthcoming. 


Conclusions 


If parent education is conducted as has 
been outlined here with a sincere desire to 
promote the emotional as well as the physical 
well-being of expectant mothers on the part of 
all concerned, the results will be such as to 
justify any extra effort required. 

There has been some tendency in recent 
years to equate parent education with “natu- 
ral childbirth.” To those for whom this term 
constitutes a semantic block, let me state that. 
regardless of the method of delivery, educa- 
tion for childbirth is a valuable and necessary 
part of modern prenatal care. The time will 
come, and soon I believe, when prenatal care 
will not be considered complete without it. 
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Hines, Illinois 





Case Report 


A 66 year old white man was first admitted 
to Hines Veterans Administration Hospital 
seven months before the present admission be- 
cause of redness and swelling of the face fol- 
lowed by chills and fever. The patient was a 
watchman. He had been a “heavy drinker” for 
several years but not for the past few years: 
he smoked one and one-half packs of cigarettes 
daily. He had had an appendectomy at age 16, 
and had been told several years prior to ad- 
mission that he had a “heart condition.” Mild 
dyspnea on exertion and occasional nocturia 
were the only other symptoms elicited by in- 
quiry at the time of the first hospitalization. 
Examination of the heart revealed a systolic 
grade 2 blowing murmur, heard best at the 
apex, and a suggestion of a gallop rhythm at 
the apex. There were a few rales in both bases 
but no other pulmonary findings. The liver 
was palpable 4 cm. beneath the right costal 
margin, and there was 3 plus edema of the 
ankles and feet. 

The x-ray of the chest showed a transverse 
diameter slightly above the upper limits of 
normal, with a configuration compatible with 
generalized enlargement, evidence of hilar 
congestion with prominent markings in both 
lung fields, and pleural thickening at the left 
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CLINICOPATHOLOGIC 
CONFERENCE 


Report From Veterans Administration Hospital, 


Edited by William J. Gillesby, M.D., Assistant Chief, Surgical Service 


base. The electrocardiogram revealed a pat- 
tern interpreted as a right bundle-branch block 
with a wandering pacemaker. The laboratory 
data are summarized in table 1. 

Treatment with local hot wet soaks and 
penicillin and streptomycin for three weeks re- 
sulted in gradual progressive improvement, 
and the patient was discharged with diagnoses 
of erysipelas and disease of the heart caused 
by coronary arteriosclerosis. 

For two months prior to the present hos- 
pital admission, the patient had had a “knife- 
like” intermittent pain localized in the lower 
dorsal spine with radiation around both costal 
margins. It produced nausea and occasional 
vomiting and lasted from a few minutes to a 
few hours. This pain was related only to a 
twisting motion of the trunk and was accom- 
panied by diaphoresis and weakness. During 
the week before admission, the patient had 
more frequent episodes of pain; he became 
short of breath on exertion and again noted 
swelling of the ankles. He had an occasional 
nonproductive dry cough. He had no orthop- 
nea, and no palpitations were present. No oth- 
er positive findings were obtained. 

Physical examination revealed that the pa- 
tient was well developed and well nourished. 
He was dyspneic, but in no acute distress. 
Examination of the fundi showed grade 1 ar- 
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TABLE 1 


LABORATORY DATA 





FIRST ADMISSION | 





Day of hospitalization 





Nonprotein nitrogen (milligrams per cent) 
Phenolsulfonphthalein excretion 

| 15 minutes 
A-G ratio 
Thymol turbidity 
Serum bilirubin 


Alkaline phosphatase | 


35 per cent in 
51 


SECOND ADMISSION 


Day of hospitalization 


neutral 
1.010 
2+ 

8 red blood 

cells per 

high-power 


field 


20 white 
blood cells 
per high- 
power field 


Few hyaline 
and granu- 





| lar casts 


18.9 per cent 
(euthyroid) 


24.5 


TESTS 
2 6 30 1 7 
Red blood cell count 4.45 4.45 | 
Hemoglobin | 13 135 | 
White blood cell count 26,600 8200 | 
Neutrophils 77 76 
Lymphocytes | 22 24 
Eosinophils ] 
Sedimentation rate (millimeters per hour) ) 
Urine 
pH | acid acid 
Specific gravity 1.016 1.011 
Albumin | 1+ 1+ 
Sediment | 4 red blood | 4 red blood 
cells per | cells per 
high-power | high-power 
field field 
12 white Few hyaline 
blood cells casts 
| per high- 
power field 
| Few hyaline | 
casts 
} 
I" uptake | | | 
Serology | Negative | | | 
Serum 
Sodium (milliequivalents per liter) 144 | 
Potassium (milliequivalents per liter) 9.05 | 
| 
| | 
| 





teriosclerotic changes. The cervical veins 
were slightly distended. Blood pressure was 
140/100, pulse 108 and grossly irregular, res- 
pirations 20, temperature 98.6° F. There ap- 
peared to be a minimal increase in the antero- 
posterior diameter of the chest. There were 
bilateral basal moist rales, but the chest ex- 
panded normally with respiratory motions. The 
border of the left side of the heart was 3 cm. 
left of the midclavicular line. A gallop rhythm 
was noted. The A, sound was equal to the P., 
sound. There were no murmurs, and the first 
sound was very slightly accentuated at the 
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apex. The liver was palpable 4 cm. below the 
costal margin and was slightly tender. The 
spleen was not palpable. There was no ascites, 
cyanosis, clubbing or tremor. Three plus ede- 
ma of the ankle extended up to the knees. 
Neurologic examination and other findings of 
the physical examination did not contribute 
anything. 

Laboratory data are presented in table 1. 
X-ray of the chest revealed moderate cardiac 
enlargement. The hilar shadows and the mark- 
ings in both peripheral lung fields were in- 
creased. There was no evidence of active par- 
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enci:: mal infiltration. Both costophrenic an- 
gles vere blunted. X-ray of the lumbosacral 
spine revealed that the fifth lumbar vertebra 
was ‘transitional and showed a spina bifida. 
There were anterior hypertrophic changes of 
several of the vertebral bodies. The initial elec- 
trocardiogram revealed a pattern of strain or 
a bundle-branch block of the right side of the 
heart and large P waves. 

The tentative clinical diagnosis was mitral 
stenosis with congestive heart-failure. The elec- 
trocardiogram revealed a ventricular rate of 
about 110. Digitalization was begun because 
of the congestive heart-failure. The patient re- 
ceived 0.8 mg. digitoxin on the first day of hos- 
pitalization and 0.6 mg. on the second day; he 
also was given mercaptomerin sodium and 
oxygen by nasal catheter. On the third day the 
apical rate varied between 160 and 180; the 
radial pulse was barely palpable, and the blood 
pressure was 84/70. The edema of the ankles 
had lessened, but pulmonary rales were pres- 
ent in both bases. Administration of oxygen 
was resumed. The apical rate apparently varied 
from 100 to 180 during the first three days. 
Repeated electrocardiograms revealed that au- 
ricular activity ranged from auricular prema- 
ture beats to auricular fibrillation, auricular 
flutter and possible supraventricular tachy- 
cardia. For a short period on the second day 
the patient was given oral doses of 5 gm. pro- 
caine amide hydrochloride. On the third day, 
he was given 1 mg. lanatoside C, and on the 
fourth and fifth days he was given intramus- 
cular injections of neostigmine; intramuscular 
injections of quinidine were also started on 
the fifth day. On the sixth day increasing doses 
of lanatoside C were administered. 

Despite the intensive therapy the patient’s 
pulse remained between 130 and 150. Oxy- 
gen therapy was continued. There was bilateral 
accumulation of more moist rales and a tran- 
sient absence of urinary output. On the sixth 
day the patient began retching. There was con- 
cern as to whether this was due to digitalis 
toxicity. Since the arrhythmia was not con- 
trolled with quinidine, digitalis therapy was 
resumed on the seventh day. At this time a 
“cooing” sound was noted at the apex during 
systole. On the fifth day two seizures of grand 
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mal occurred, each accompanied by cyanosis. 
The cardiac mechanism during the time of sei- 
zures was not known, but it was between 120 
and 180 immediately after the seizures. An 
electrocardiogram shortly before the seizures 
showed a ventricular rate of 80. On the eighth 
day the nonprotein nitrogen was 97 mg. per 
cent. The systolic sound previously noted was 
now absent. During this period, pressure on 
the spine over D9 produced the symptoms of 
back pain which were previously described. 
These pains were believed to be related to 
arthritic changes in the spine. On the eighth 
day, several physicians evaluated the patient’s 
condition and concluded that the mechanism 
could not be converted with quinidine; with- 
out large doses of lanatoside C, the rate was 
too fast, and doses adequate to lower the rate 
caused heart block and Adams-Stokes seizures. 
The anuria noted previously was transient, 
with good volumes of urinary output in the 
days following. On the ninth day the patient 
had an episode of gross hemoptysis; the blood 
was bright red in part and was believed to rep- 
resent fresh bleeding. On this same day the 
patient also became confused. The varying 
arrhythmias, the uncontrolled ventricular rate, 
and the pulmonary congestion continued de- 
spite therapy throughout this hospitalization. 
On the eleventh day, the patient became semi- 
comatose and coughing with hemoptysis re- 
curred. The patient died on the twelfth day of 
hospitalization. 


Discussion 


DR. ROLF M. GUNNAR ( internist, associate at- 
tending physician at Cook County Hospital, 
Chicago): At the time of this patient’s first 
admission to Hines, there was little evidence 
of cardiac disease other than some exertional 
dyspnea. During the hospital course, mitral 
stenosis was diagnosed. Occasionally, as far as 
auscultation is concerned, the opening snap 
and the accentuation of the first heart sound 
may be the only evidence of valvular disease. 
The patient was admitted chiefly for treatment 
of a red tender area over the face which ap- 
peared to be a cellulitis and which responded 
slowly to antibiotics. Since this condition was 
apparently cured when he was discharged, | 
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would think that it might have been caused 
by Staphylococcus or some organism other 
than Streptococcus. 

Following discharge from the hospital, the 
patient was apparently well for approximately 
five months. He then began having a sharp 
pain localized in the lower dorsal spine. The 
pain was aggravated by motion and was occa- 
sionally associated with nausea and vomiting. 
A pain produced by rotation of the lower tho- 
racic spine and severe enough to cause nausea 
and vomiting would seem to indicate some lo- 
calized disease in the lower thoracic spine. 
Two weeks prior to his admission the patient 
had evidence of cardiac failure—exertional 
dyspnea, edema and a dry nonproductive 
cough. It is significant that during this time 
he had no orthopnea. 

These symptoms seemed to indicate a dis- 
ease entirely different from that diagnosed 
during the patient’s first admission. In addi- 
tion, cardiac failure was present. The back 
pain was rather marked, and | wonder if it 
could have been explained solely on the basis 
of some hypertrophic lipping of the dorsal 
spine. Perhaps it could have indicated a de- 
structive lesion involving the vertebrae or an 
extrinsic condition involving the nerve roots 
in that area, such as a lymphoma or a carci- 
noma of the pancreas. 

RADIOLOGIST: The x-ray of the chest made 
during the first admission showed a slight gen- 
eral enlargement of the heart with evidence of 
congestion in the hilar areas and advanced 
pulmonary emphysema. Pleural thickening was 
noted in the left base. 

Five months later an anteroposterior view 
of the chest showed diffuse opacity in the 
right lung field, which was thought to repre- 
sent congestion. The pulmonary arteries were 
prominent bilaterally. The aortic knob was 
smaller than usual, and there was some calci- 
fication in the knob. The left border of the 
heart was again noted to be straight, and the 
pulmonary artery segment was thought to be 
prominent. 

DR. GUNNAR: During the last hospitalization 
the patient’s back pain receded into the back- 
ground, and the cardiac disease ultimately 
seemed to have caused his death. A varying 
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conduction developed; the pacemaker stayed 
in the auricle for the most part, but action of 
the heart went from a sinus rhythm to auricu- 
lar premature beats, an auricular tachycardia, 
and auricular flutter and fibrillation. Accord. 
ing to the theories of Printzmiller, all these 
could be in the same focus but acting at differ- 
ent speeds. Although digitalis preparations, 
quinidine and neostigmine were administered, 
the rate remained rapid. 

The original examination on readmission 
revealed no murmur; later, a cooing sound in 
systole was heard at the apex, and then this 
disappeared. The laboratory reports were not 
very helpful at this point. Except for the 
marked leukocytosis, which would be expected 
with cellulitis, the patient had a relatively nor- 
mal white count during his first admission. 
Random samples of urine showed the specific 
gravity to be 1.018, indicating good renal 
function. Phenolsulfonphthalein excretion was 
normal. The most marked abnormality was 
a globulin determination of 4.7; since the sedi- 
mentation rate was 6, | wonder if this deter- 
mination could have been in error. On the sec- 
ond admission the nonprotein nitrogen was 
more elevated, and albumin and white and red 
cells were present in the urine. 

Essentially, this patient presented three 
problems: (1) back pain, (2) heart disease 
and (3) cellulitis of the face. I can think of 
no entity that would include all three of these 
conditions. 

What type of heart disease did this patient 
have? Was it acquired or congenital? Of the 
acquired types, one might consider rheumatic 
heart disease. He did have a gallop rhythm 
which could have been an opening snap of 
mitral stenosis. The murmur—the mid-dia- 
stolic murmur—of mitral stenosis is some- 
times difficult to locate; during episodes of 
failure it may practically disappear. The dis- 
turbing feature is that at no point did this 
patient show any evidence of left auricular 
failure, and, even during episodes of rather 
good cardiac function, the mid-diastolic mur- 
mur was not heard. 

Prior to his discharge from the hospital, 
the patient evidently was well compensated. 
It is relatively common for a patient with 
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mitrl stenosis to go into failure for the first 
time at about this age. 

Te changing murmurs and episodes of con- 
vulsions are a little difficult to explain. Could 
this patient have had something “intriguing,” 
such as a myxoma of the auricle, causing a 
ball valve obstruction to the mitral valve? 
This could account for the variation in the 
murmur; the change in position varying the 
murmur is one of the characteristic findings. 
Evidence of obstruction to filling is truly char- 
acteristic. In other words, one finds a murmur 
of mitral stenosis or a mid-diastolic murmur 
which comes and goes. Convulsions also are 
characteristic of this entity; a very slow rate 
with no output develops, and patients convulse 
when the valve becomes completely occluded. 

The other acquired heart disease which 
might be considered is the pulmonary occlu- 
sive syndrome, which can be due to one of a 
number of factors, one being emboli and an- 
other being actual pulmonary arteriosclerosis 
of no particular known etiology. This would 
account for the changing murmurs, the evi- 
dence of right ventricular hypertrophy, and 
the difficulty in controlling the patient with 
digitalis. Patients with this condition frequent- 
ly do not respond well to digitalization. 

A congenital lesion which causes symptoms 
consistent with this case is an auriculoven- 
tricular septal defect. The P. sound frequently 
is split, and this pulmonic second sound is ac- 
centuated. There may be no murmurs, or a 
systolic murmur may be heard, especially over 
the pulmonary artery. One occasionally hears 
a third heart sound or what may be mistaken 
for a third heart sound, which is the filling 
sound of the right ventricle. This condition 
would account for this type of cardiac silhou- 
ette, with no evidence of enlargement of the 
left auricle, and the transverse septal lines are 
not quite as frequently seen in an auriculo- 
ventricular defect as they are in mitral steno- 
sis. | do not think that the findings in this case 
indicate an atrioventricular septal defect. The 
murmur should not be so transient; it should 
have been more prominent than it was. Sub- 
acute bacterial endocarditis, of course, would 
be a possibility; it is more frequently found, 
and it could account for some of the urinary 
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findings that were observed in this patient. 

Could this be just a myocarditis of idio- 
pathic origin or related to alcoholism or lupus? 
Alcoholic hearts are usually seen in patients 
who are still drinking. They do throw multiple 
emboli, frequently to the heart, and can give 
a rather bizarre picture. Almost without excep- 
tion, heart disease caused by alcoholism is 
characterized by failure of the right side of 
the heart or by a greater degree of failure than 
this patient seemed to have. Lupus is another 
entity which could account for the renal, car- 
diac and facial lesions. In regard to the facial 
lesion, however, it seemed to me that the de- 
scription dwelt too much on “tenderness” and 
purulent exudate for a lupus, and then it did 
not recur at any point during the patient’s 
later course. 

In order to settle on one entity, I am going 
to go back to the diagnosis of multiple pul- 
monary emboli, the site being either from a 
myocarditis or from the peripheral veins caus- 
ing a chronic cor pulmonale. I cannot explain 
the patient’s back pain, unless he had a car- 
cinoma which had metastasized to a vertebra, 
and this could be consistent with his having 
had multiple emboli. 

In the presence of pulmonary emboli, one 
can have multiple findings in the chest; small 
emboli will produce rales. One other entity | 
considered but did not mention was a myeloma 
with a normal red blood cell court and having 
a secondary or a primary amyloid tumor of 
the heart associated with it. 

DR. L. M. BERNSTEIN (assistant director of 
professional services for research): I would 
like to ask you to comment on the diagnosis 
of coronary arteriosclerosis during the first 
hospitalization and the tentative diagnosis of 
mitral stenosis during the second admission. 

DR. GUNNAR: This patient certainly had 
arteriosclerosis—peripheral arteriosclerosis— 
and I think he probably did not have clean 
coronary arteries. | cannot explain this much 
evidence of right ventricular hypertrophy on 
the basis of arteriosclerotic heart disease. A 
66 year old patient with mitral heart disease 
who shows a picture of right ventricular hyper- 
trophy on the electrocardiogram is distinctly 
unusual. Furthermore, there is no evidence of 
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a left auricular defect or of the murmur of 
mitral stenosis. 

QUESTION: In a patient who has a high- 
pitched murmur that changes, would you con- 
sider the possibility of a ruptured muscle? 

DR. GUNNAR: This was a high-pitched cooing 
murmur, and one might think of a ruptured 
papillary muscle or something giving a sys- 
tolic murmur of marked intensity. However, 
this murmur went away. | assume it must have 
been a functional murmur that came and went 
because of dilatation and slightly improved 
compensation. 

QUESTION: Would you consider a possible 
carcinoid syndrome developing subsequent to 
previous operation and resulting in pulmonary 
congestion? 

DR. GUNNAR: The appendectomy was 50 
years ago, and the carcinoid that causes this 
syndrome usually does not come from the ap- 
pendix but from the small bowel. 

When I first read the protocol | thought. 
“This is a case of carcinoid syndrome.” Then 
I found nothing that really would go along 
with that diagnosis. This was a cellulitis of the 
face, not a flushing. The patient had evidence 
of a valvular lesion on the right side. There 
was no evidence of diarrhea and really no evi- 
dence of flushing other than the rash. The 
rash completely cleared during the first hos- 
pitalization and never returned. 

QUESTION: What about subacute bacterial 
endocarditis? 

DR. GUNNAR: I would like to diagnose this 
case as subacute bacterial endocarditis. That 
would make me more prone to consider a 
mitral or an atrioventricular septal defect to 
which to attach the subacute bacterial endo- 
carditis. It would help explain some of the red 
cells in the urine. The myocardiopathy asso- 
ciated with subacute bacterial endocarditis 
might explain some of the arrhythmias, al- 
though in my experience they have not been a 
great part of this disease. | have seen arrhyth- 
mias in patients who had fibrillation, but I 
haven’t seen any that were difficult to control. 


Anatomic Findings 


DR. M. E. RUBNITZ (chief of laboratory serv- 
ice): This case was presented because it shows 
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so many features of a specific disease that ap. 
parently were not manifest during the clinical 
course of the patient. 

The major findings were in the heart and 
the lungs. The heart was markedly enlarged, 
weighing 550 gm. It was a concentric enlarge- 
ment, with the left ventricular wall measuring 
16 mm. and the right ventricular wall 10 mm. 
in thickness. 

The disease which this man had and of 
which he showed many facets was rheumatic 
fever. He showed the three major phases of the 
disease, i.e., changes in the valves, myocar- 
dium and pericardium. There were areas of 
focal pericardial adhesions, particularly over 
the left ventricular wall, and both atria, par- 
ticularly the right one, were dilated. The tri- 
cuspid, aortic and mitral valves were in- 
volved. Scarring, thickening of the leaflets, 
and thickened chordae tendineae were present 
in the tricuspid valve, which measured about 
12 cm. in circumference. The pulmonic valve 
was normal. The mitral valve was stenotic, 
with marked calcification and ossification pre- 
senting the typical fish mouth appearance. It 
was difficult to measure because of the severe 
scarring, but it was found to be approximately 
5 cm. The changes were scarring, thickening 
and calcification. 

The aortic valve likewise showed changes 
attributed to rheumatic fever—fusion of the 
commissures and thickening of the cusps. The 
circumference of the valve was not abnormal; 
thus, the only valve that was sufficiently in- 
volved to cause physiologic change was the 
mitral valve. The coronary vessels were mildly 
atherosclerotic, but patent throughout. 

The right lung weighed 1,550 gm., and the 
left 770 gm. The pleura on the right showed a 
shaggy exudate over many areas of all three 
lobes, while that over the left lung showed 
patchy changes. There were numerous bulg- 
ing, firm hemorrhagic areas throughout the 
right lung and in a few areas in the left lung. 
On cut section, these had the typical appear- 
ance of recent infarcts. The pulmonary ar- 
teries were grossly free of thrombi. 

The other viscera showed only congestion. 
On microscopic examination of sections from 
the mitral valve, there was marked fibrosis. 
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pate!:y inflammatory cell infiltrate, and degen- 
erative changes in the collagen characteristic 
of rieumatic heart disease. Other sections 
showed calcification and capillary formation, 
particularly in the areas of fibrosis. 

Sections through the myocardium of the 
left ventricle showed areas of patchy fibrosis, 
foci of eosinophilic-staining changes in the 
collagen, and some interstitial inflammatory 
cell infiltrates. 

Other sections demonstrated the presence 
of characteristic Aschoff bodies about small 
capillaries. The cells comprising these nodu- 
lar lesions assumed a spindle-shaped appear- 
ance, which indicated an advanced stage of 
healing. Typical earlier lesions were not found, 
although a few large degenerated muscle cells 
showing little inflammatory reaction were 
observed. 

The microscopic examination of the lungs 
revealed many areas with recent and older 
thrombi and corresponding infarcts in the 
parenchyma of the lung, characterized by the 
loss of alveolar architecture and the presence 
of masses of red blood cells. Other sections of 
the lungs showed areas of fibrosis with infil- 
tration by pigment-filled macrophages, the so- 
called siderotic nodules described by radiolo- 
gists as occurring in lungs of patients with 
mitral stenosis. 

Sections of the liver, spleen and kidneys 
showed severe chronic congestion. 

DR. I. E. KIRSH (staff physician, radiology 
service): Unfortunately, we of the radiology 
service were not of as much help to the dis- 
cussant as we might have been. | noticed that 
he said more than once that the x-rays did 
not show an enlarged left atrium; they did not, 
but the technic partially accounted for this. At 
the time of the patient’s terminal illness, we 
were taking contrast x-rays, and it is very hard 
to interpret them. Since then, we have been 
taking better-penetrated, darker x-rays; with 
this type of technic one can see an enlarged 
left atrium, and it could be seen in the x-rays 
of this patient. We suggested a cardiac series, 
which is an esophagram—films made in dif- 
ferent positions with barium in the esophagus. 
These films often are very helpful in confirm- 
ing an enlarged left atrium by showing in the 
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anteroposterior positions displacement of the 
esophagus to the right and in the oblique and 
lateral positions displacement of the esophagus 
posteriorly. In fact, as I said, we suggested 
this, but for some reason it was not done. 
However, I am most interested in the findings 
in the lung. In recent reviews of our x-rays of 
patients who had mitral commissurotomy and 
of patients with mitral stenosis, we very com- 
monly find a condition which we now recog- 
nize, but which had net been diagnosed or 
noted before. 

The transverse septal lines that were re- 
ferred to are present in this case, and this we 
did not mention. Actually, in reviewing our 
films, we find that one or another x-ray shows 
these lines in about one-third to one-half of 
the cases. They are more often present pre- 
operatively, but it is not uncommon to see 
them persist after the commissurotomy. They 
probably are due to thickened interlobular 
septa; some workers think they are due to 
lymphatics engorged with edema. Fleischner 
suggested that the hemosiderin fills them and 
makes them stand out. These are the narrow, 
very fine transverse lines at the bases in the 
costophrenic angles, which in the past we con- 
sidered only more congestion of the lungs. | 


think the recognition of these lines is a help- 


ful finding; had we recognized them in this 
case we would have said it looked like mitral 
stenosis on the basis of that alone. It should 
be remembered, however, that such findings 
also have been described in silicosis. 

We also saw in this case small, disseminated 
dense bodies, which we used to call calcifica- 
tions but now call bone nodules. These have 
been described in the past; however, around 
here, where we see so much histoplasmosis, 
we have assumed that these were just old cal- 
cified collections of histoplasmosis. In cases 
in which we have done sensitivity tests, we 
often have found that they are negative to 
both histoplasmosis and tuberculosis. In one 
case in which the surgeon did a lung biopsy 
along with a mitral commissurotomy, we found 
that our suspicion was right; this actually was 
bone which had trabeculae in it. It is organ- 
ized bone. This is considered to be due to the 
hemorrhages into the lungs which are manifest 
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clinically by hemoptysis. Another thing which 
accompanies this finding is hemosiderosis, 
which Dr. Rubnitz pointed out in this case. In 
fact, he and other members of the pathology 
department have looked with me at many of 
our autopsy slides and biopsy specimens in 
mitral cases; we have found miliary hemor- 
rhages into the lung that later formed bone. 
DR. GUNNAR: I think that we must recognize 
that this entity of mitral stenosis without a 
murmur exists. We also should consider what 
would have happened to this 66 year old man 
with a fish mouth stenosis if he had been oper- 
ated on for early mitral stenosis 30 years 
ago. I think that in evaluating a patient who 


is not having too much trouble from mitral 
stenosis one has to recognize that he can go 
without surgery for a long time. 

As far as the cardiologist is concerned, the 
transverse septal lines originally were described 
only in mitral stenosis. 

DR. RUBNITZ: In regard to the pathogenesis 
of the pulmonary infarcts in this patient, no 
site of a possible source of embolization could 
be found. It is not uncommon in cases of heart 
disease, particularly rheumatic heart disease 
with mitral stenosis, to find pulmonary in- 
farcts occurring apparently as a result of pri- 
mary thrombosis of the pulmonary artery with 
associated congestive pulmonary disease. 
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Too often a physician who limits his practice to one field 
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AIR POLLUTION 


Ivy November 1958, about 1000 persons took 
part in the National Conference on Air Pollu- 
tion,’ which was held in Washington, D.C. 
Many leaders in health and in the study of 
problems associated with air pollution partici- 
pated in these discussions. 

Recent years have provided unequivocal 
evidence that acute illnesses have been caused 
by air pollution, e.g., the epidemics in Bel- 
gium in 1930, in Donora, Pennsylvania, in 
1948, and in London in 1952. In these out- 
breaks, healthy people had symptoms of burn- 
ing sensations in the eyes, nose and throat, 
coughing, shortness of breath, wheezing, con- 
strictions of the chest, and nausea and vomit- 
ing. Many people who were chronically ill had 
more serious symptoms, and some died. 

The conference found that the long-term 
effects of lower levels of air pollution are diffi- 
cult to identify. Some chronic diseases de- 
velop so insidiously that the causative mecha- 
nisms are not easy to determine. Decades may 
elapse before cause-and-effect relationships can 
be established. Statistical evidence is subject, 
of course, to dispute. In California, the death 
rate from emphysema has risen from 1.5 per 
100,000 in 1950 to 5.8 per 100,000 in 1957. 
While some of this may be due to better diag- 
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nosis, the death rate is certainly much higher 
in cities than in rural areas. The recent rise in 
deaths due to lung cancer in the United States 
is more evident in urban than in rural areas. 
The conference found that this rate increases 
in proportion to the size of the city and is not 
definitely related to smoking habits. 

The economic and social effects of air pollu- 
tion are far-reaching. Los Angeles has recently 
restricted the burning of fuel oil containing 
more than 0.5 per cent sulfur by weight. Meth- 
ods of reducing odors at petroleum refineries 
are being considered. Moreover, scientific evi- 
dence is needed to establish maximal allow- 
able concentrations of sulfur dioxide, hydro- 
gen sulfide and other air pollutants. Certainly, 
however, irritant gases are known to cause 
pulmonary edema, and they may affect enzyme 
systems and other physiologic mechanisms. 

The United States Public Health Service 
has made available through the Department of 
Health, Education and Welfare a report of the 
National Conference on Air Pollution and 
various other papers of importance in evaluat- 
ing this health problem. With the growth of 
our urban population and with the establish- 
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ment of great industries in many areas former- 
ly considered healthful and rural, the subject 
is one which will become of increasing interest 
to the medical profession. 

MORRIS FISHBEIN 


REFERENCE 


1. Highlights—National Conference on Air Pollution, 
Washington, D.C., 1958. Publication No. 648, De- 
partment of Health, Education and Welfare, U. S. 
Public Health Service, Washington, D.C., 1959. 


DUBUQUE COUNTY SOCIETY 
HONORS DR. LANGWORTHY 


At its meeting May 12, the Dubuque, Iowa. 
County Medical Society paid particular honor 
to Dr. Henry G. Langworthy in recognition 
of his long-time participation in the Society 
and his service to his patients and the commu- 
nity. Dr. Langworthy was one of the founders 
of the Interstate Postgraduate Medical Asso- 
ciation and served on its Board of Trustees 
continuously until his retirement in 1958. Fol- 
lowing is the resolution passed by the Dubuque 
Society: 


A RESOLUTION 
THE HENRY GLOVER LANGWORTHY 
MEETING 

WHEREAS, the Dubuque County Medical 
Society, wishing to honor those of its mem- 
bership who have given long and enthusiastic 
support to its principles, its programs and its 
participation in civic affairs, said Society re- 
calls some of the data concerning Dr. Henry 
Glover Langworthy. 

A member of a pioneer Dubuque family, 
Dr. Langworthy received his undergraduate 
medical education at Tufts University School 
of Medicine, obtaining his Doctor of Medicine 
in 1903. His special training in Ophthalmology 
and Otolaryngology was continued at the Bos- 
ton City Hospital, The Boston Dispensary, and 
at The Massachusetts Eye and Ear Infirmary. 
He returned to Dubuque in 1907 to practice 
his specialty and that year became an active 
member of the Dubuque County Medical So- 
ciety. He served as Secretary from 1910 to 
1914, and as President in 1941. For many 
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years prior to, and following his Presidency, 
he was Librarian and Custodian of the socie- 
ty’s records. Although Dr. Langworthy retired 
from active medical practice in 1946 he con. 
tinued as an active member of our society 
until 1957 at which time he was elected to 
Life Membership. 

His services to national medical affairs was 
largely centered in the Interstate Postgraduate 
Medical Association of North America in 
which he was a cofounder in 1916 and a mem- 
ber of the Board of Trustees continuously from 
then until 1958, and during that entire 42 year 
period he served as Treasurer of the organiza- 
tion and Director of the Foundation. He has 
intimately known all of the leaders of Ameri- 
can medicine and many of our Continental 
colleagues. 

In recognition of these accomplishments. 
and his faithful service to his patients, there- 
fore, 

BE IT RESOLVED that the Dubuque County 
Medical Society designate this, 


THE HENRY GLOVER LANGWORTHY 
MEETING, 
in honor of our colleague, with the scientific 
dissertation being devoted to the field of 
Otolaryngology. 

BE IT FURTHER RESOLVED that a copy of 
this testimonial resolution be presented to Dr. 
Langworthy, as well as spreading a copy of 
it on the permanent records of the Society. 
Dated 

This 12th day of May 1959. 

President 

Kenneth K. Hazlet, M.D. 
Secretary 

Frederick Fuerste, Jr.. M.D. 


TRENDS IN THERAPEUTIC 
RESEARCH 


Ew his presidential address before the Ameri- 
can Therapeutic Society in June 1958, Dr. 
Arthur C. DeGraff' noted that therapy, which 
used to be largely an art, is becoming more 
and more a science. The major advances in 
therapy have resulted from studies by _bio- 
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cheiists, pharmacologists and other workers 
in tiie baste sciences. Today the physician who 
doe- the best job in treating advanced conges- 
tive eart-failure is the one who has accurate 
basic knowledge of electrolyte and water bal- 
ance and of how this balance is affected not 
only by the disease but also by the drugs used 
in treatment. The pharmacologist, who was 
once largely concerned with recording the 
blood pressure of animals on a smoke drum 
after the injection of a drug, now applies tech- 
nics derived from electronics, physiology, bio- 
chemistry and other sciences to trace the ef- 
fects of a drug in the most remote areas of the 
human body. Moreover, the modern pharma- 
cologist is studying the effects of various drug 
substances at the cell level, not only on small 
groups of cells but also on individual cells. 

Among the significant trends noted by Dr. 
DeGraff are the use of radioactive materials 
and the employment of biophysical methods 
in modern studies. The development of new 
drugs is primarily a function of the pharma- 
ceutical manufacturer. The therapeutic studies 
are largely carried out in hospitals under ade- 
quate controls, using modern statistical meth- 
ods for drawing conclusions. 

Therapeutic research is pointing more and 
more toward the problems of chronic disease 
and old age and toward psychotherapeutic in- 
vestigations. With the gradual conquering of 
infectious diseases, these problems are becom- 
ing more important in medicine. 

In his survey of current trends in thera- 
peutic research, Dr. DeGraff paused to casti- 
gate the pharmaceutical industry for excessive 
stress in various fields of therapy. The indus- 
try deserves great commendation for its ef- 
forts to encourage therapeutic research. How- 
ever, the endless succession of combinations 
of drugs with new names coined for each com- 
bination is creating confusion in the minds of 
the physicians who must prescribe these reme- 
dies. Dr. DeGraff is especially concerned over 
the manner in which such new drugs as reser- 
pine may be combined with phenobarbital, an 
antihistaminic and with one or more hypoten- 
sive agents in order to create a new product. 
Dermatologists frequently find that skin le- 
sions are associated with sensitivities to vari- 
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ous drugs taken in such combinations. Indeed, 
Dr. DeGraff believes that the medical direc- 
tors and the research departments of pharma- 
ceutical manufacturers should have a greater 
voice in the orderly development and sale of 
increasingly useful therapeutic agents. 

In his presentation, Dr. DeGraff might well 
have noted the need for an increased emphasis 
on the development of preparations derived 
from biologic sources and which are increas- 
ingly useful in the practice of medicine. The 
accomplishments already made indicate how 
many more possibilities are still to be investi- 
gated and developed. Growing knowledge of 
the glands of internal secretion is likely to 
yield a therapeutic armamentarium many 
times greater than the present one, which in- 
cludes magnificent developments in substances 
derived from the pituitary, the thyroid, the 
adrenals and the sex organs. 

Competition in pharmacy has yielded scores 
of antihistaminics, tranquilizers, energizers 
and antibiotics. This has hastened medical 
progress and has, in the long run, been of tre- 
mendous value in the care of the sick. Perhaps 
the excessive waste inevitably associated with 
our present method of introducing new drugs 
is, after all, but a small price to pay for the 
values that have been achieved. 

MORRIS FISHBEIN 


REFERENCE 


1. DeGrarr, A. C.: Trends in therapeutic research. 
J. Am. Geriatrics Soc. 7:93-99 (February) 1959. 


THE CHANGING POPULATION IN A 
SANATORIUM FOR TUBERCULOSIS 


EN the rehabilitation department of the City 
of Chicago Municipal Tuberculosis Sanitari- 
um, a study' was recently completed compar- 
ing the characteristics of the patient popula- 
tion of 1957 with that of 1952. There were 
changes in the age distribution of patients, in 
the ethnic groups that were receiving the serv- 
ices of the sanatorium, and in the patients’ 
marital status. However, these were not the 
most significant changes. The survey showed 
a high percentage of illiteracy among the pa- 
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tients; about 24 per cent reported five years 
or less of schooling. The women had a higher 
level of education than did the men. The oc- 
cupations of patients before entering the sana- 
torium were given careful study; they indi- 
cated, as might be expected, a high percentage 
of unskilled persons. 

Especially significant was the duration of 
stay in the sanatorium. In 1953, a policy was 
adopted to discharge suitable patients and to 
continue treatment in outpatient clinics. In the 
recent population, 57 per cent of the men and 
66 per cent of the women were in the sana- 
torium six months or less. Patients currently 
hospitalized two years or more included only 
3 per cent of the women and 7.5 per cent of 
the men. Of the men, 28.6 per cent were classi- 
fied by physicians as chronic alcoholics. The 
known incidence of chronic alcoholism in the 
women was 7.5 per cent. 

The outstanding conclusion from the study 
has to do with the difficulty of rehabilitating 
patients who remain in the sanatorium the 
short time that is now required for making 
the sputum negative. The ultimate aim of re- 
habilitation is to restore the patient to the full- 
est physical, mental, emotional, vocational and 
economic usefulness of which he is capable. 
The short stay in the sanatorium makes im- 
possible some of the accomplishments that 
could be achieved in the past. In those days, 
patients hospitalized for tuberculosis could 
develop marketable skills. Under the present 
policy, the patients are discharged to an ex- 
tensive period of outpatient care. Neverthe- 
less, the need for rehabilitation services is ob- 
vious. New services should be designed which 
will assist patients in the first stage of adjust- 
ment to the disease and help them reduce or 
eliminate other handicaps. Obviously, the first 
duty of the sanatorium is to help the patient 
conquer the tuberculosis. Once this is done, 


new viewpoints must be developed which will 
make certain the ultimate restoration of the 
patient to a useful life. 

MORRIS FISHBEIN 


REFERENCE 
1. Rem, K.: A tuberculosis sanitarium surveys its 


changing population. J. Rehab. 24:11-14 ( May-June) 
1958. 


SCIENTIFIC ASSEMBLY OF THE 
INTERSTATE POSTGRADUATE 
MEDICAL ASSOCIATION 


BReapers of Postcrapuate Mepicine will 
note with interest the program outline for the 
forty-fourth Scientific Assembly of the Inter- 
state Postgraduate Medical Association to be 
held at the Palmer House in Chicago on 
November 2 to 5. As Editor-in-Chief of Posr- 
GRADUATE MepicingE, I wish to re-emphasize 
the invitation of Interstate President Marshall 
and encourage your participation in this high- 
quality teaching program. For many years it 
has been my privilege to watch the develop- 
ment of these annual scientific assemblies and 
to participate in many of the programs. I am 
always impressed with the interest shown by 
the many physicians who travel long distances 
to participate in these assemblies. While many 
new organizations have been established since 
Interstate began its service in 1916, the scien- 
tific assemblies of this organization still re- 
main among the best teaching programs pro- 
vided for practicing physicians. 

In the event that you have never attended 
an Interstate program, I urge you to plan your 
schedule so you can be in attendance at the 
Chicago meeting in early November. I am 
sure that you will find it a stimulating and 
gratifying experience. 

CHARLES W. MAYO 
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Mandelamine’s therapeutic 





distinction stems from 





its ability to control chronic 






urinary infections, 


including those resistant 





to antibiotics. 





Mandelamine suits all age 


groups but it is particularly 





useful in older patients. 





Its antibacterial action 





is confined to the urinary 


tract; sensitization is 








unlikely; no fluids or 


alkalies are needed and cost 





is Most economical. 




















DOSAGE: Adults: Average 
initial dosage is 1.0 





to 1.5 Gm. four times daily. 





Children over five: 





0.5 Gm. four times daily. 




















MORRIS PLAINS. N. J. 
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brand of methenamine mandelate) 
































@ BARIUMETTE 


DESCRIPTION: Either warm (98° F.) or cool 
(45° F.) barium sulfate is automatically mixed 
and dispensed by this two-section, self-contained 
unit. Both the warm and cool temperature-con- 
trolled units will mix up to 3 gal. each. Suspen- 
sion and temperature are maintained throughout 
the day. In a darkened fluoroscopic room, the 
warm and cool barium dispensing spigots are 
identifiable by a red and a blue pilot light, respec- 
tively. The spigots are easily disassembled for 
cleaning. A removable tray catches spillage. 

Rated for continuous operation on a 60 cycle, 
115 V AC circuit, the complete unit measures 27 
by 3614 by 15 in. and is finished in Hillcrest 
green enamel. Net weight is about 150 |b. 
PRODUCER: Westinghouse Electric Corporation, 
X-Ray Department, Baltimore. 
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Information published in this department 
is supplied by the manufacturers of the 
products described. 


® ANTURAN 


PURPOSE: To provide long-range management of 
chronic gout. 

COMPOSITION: Sulfinpyrazone. 

HOW SUPPLIED: Bottles of 100 tablets. 
PRODUCER: Geigy Pharmaceuticals, Ardsley, N.Y. 


© GER-O-FOAM 


PURPOSE: Analgesic and local anesthetic action in 
musculoskeletal disorders. 

COMPOSITION: Methyl salicylate, benzocaine and 
volatile oils in a neutralized emulsion base. 
DOSAGE AND ADMINISTRATION: Massage gently into 
painful area. 

HOW SUPPLIED: Aerosol cans. 

PRODUCER: Geriatric Pharmaceutical Corpora- 
tion, Bellerose, N.Y. 


® DISPOSABLE CLOTHING 


DESCRIPTION: Both fire-resistant and water-repel- 
lent, this disposable clothing is available in shirts. 
pants, laboratory coats, hats, boots, aprons and 
gowns. The garments, which are soft, lightweight 
and comfortable, are also lint-free and can be 
autoclaved. 

PRODUCER: General Scientific Equipment Co.. 
Philadelphia. 


(Continued on page A-116) 
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successful management of pregnancy 
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Meprobamate, Wyeth 


Wyeth 


® 
Philadelphia 1, Pa. 
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® VIBRON pH METER 


DESCRIPTION: With a full-scale deflection for 
each 0.1 pH change, the Vibron pH meter (shown 
left) is especially useful for research and for 
diagnostic and clinical determinations of blood 
pH since it reads directly to 0.002 pH units. This 
degree of discrimination is obtained by means 
of an electrometer using a Vibron vibrating 
capacitor, which maintains stability at +0.002 
pH over a 12 hour period. The pH meter is line 
operated and has manual temperature compen- 
sation from 15 to 42° C. in 0.5 degree steps. A 
constant temperature bath and the electrometer 
are used in conjunction with the pH meter. 

PRODUCER: Milton Roy Company, Philadelphia. 


®@ PULMO-PAK® 


DESCRIPTION: This sterile, disposable heart-lung 
apparatus is designed for use in isolated perfu- 
sion and dry-field surgery. It also opens the way 
for other perfusion procedures, such as the treat- 
ment of severe infections with bactericidal anti- 
biotics. The unit is operated by a standard pump 


but has no moving parts and does not require 
complicated preoperative preparation. It is pres- 
ently available for clinical investigation only. 

PRODUCER: Abbott Laboratories, North Chicago. 


® CORPHOS 


PURPOSE: To provide ophthalmic steroid therapy. 
COMPOSITION: Hydrocortisone-21-phosphate in a 
0.5 solution. 

DOSAGE AND ADMINISTRATION: 1 or 2 drops in the 
conjunctival sac every two hours. 

HOW SUPPLIED: 2.5 cc. dropper bottles. 
PRODUCER: Crookes-Barnes Laboratories, Wayne, 
N. J. 
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® GERONIAZOL TT 


PURPOSE: To provide sustained respiratory and 
circulatory stimulation. 

COMPOSITION: Each tablet contains 300 mg. pen- 
tylenetetrazol and 150 mg. nicotinic acid. 
INDICATIONS FOR USE: Aged, debilitated or fa- 
tigued patients with mental confusion, depres. 
sion, irritability or atherosclerotic psychosis. 
DOSAGE AND ADMINISTRATION: | tablet orally twice 
a day. 

HOW SUPPLIED: Bottles of 42. 

PRODUCER: Columbus Pharmacal Company. Co- 


lumbus, Ohio. 


®@ GAS STERILIZER 


DESCRIPTION: Completely automatic, this unit is 
used to sterilize pads from operating tables and 
carriers, linens, and contents of sealed containers 
of cardboard, polyethylene or paper. The steriliz- 
ing agent used is Steroxide 12, a combination of 
ethylene oxide, FREON®-11 and Freon-12, which 
offers optimum sterilizing efficiency and minimal 
time of exposure. The gas is nonhazardous and 
can be easily dissipated by exhaust to the outside. 
The sterilizer operates at a temperature of 130 
F. and a relative humidity of 40 to 50 per cent. 

PRODUCER: Wilmot Castle Co., Rochester, N.Y. 


@ MODESS"® SUPER PADS 


DESCRIPTION: New moisture-barrier construction 
gives each of these obstetric pads the fluid ca- 
pacity of at least two ordinary large napkins. The 
pads are wrapped in sOFTNET® fabric, which has 
double the wet strength of other coverings. 
PRODUCER: Hospital Division, Johnson & John- 
son, New Brunswick, N. J. 


(Continued on page A-118) 


POSTGRADUATE MEDICINE 


fang 
hh, a 
toon 
‘Otect 
gina 
QNEI 
BP ev 
ippe 

5 § 
NEI 
tdia 





i sae. 


YY 





Sig Rr ae 


Back at work ...no angina in 2 months 
...on Metamine Sustained b.1.d. 


tangina pectoris, even after myocardial infarc- METAMINE SUSTAINED, q. 12 h., your patient re- 
®, an early return to useful activity is now quires less nitroglycerin and remains fully re- 
fognized as of special therapeutic value.' Ideal sponsive to that vital emergency medication. And 
tective medication for the active, employed METAMINE SUSTAINED (aminotrate phosphate, 10 
ginal patient is provided by METAMINE® Sus- mg., LEEMING) is virtually free of nitrate side 
HNED, b.i.d. (1 tablet on arising and 1 before effects (nausea, headache, hypotension) .* 

e evening meal). There is little danger of a Supplied: bottles of 50 and 500 sustained-release tab- 
ipped dose; the patient “is more faithful” to lets. Also: METAMINE, METAMINE WITH BUTABARBITAL, 
is simplified regimen. And METAMINE SUs- METAMINE WITH BUTABARBITAL SUSTAINED, 
#NED protects many patients refractory to other METAMINE SUSTAINED WITH RESERPINE. 
ftdiac nitrates.2 Moreover, when you prescribe That. Leeming & Cenc New York 17. 


1 tablet 
d._ & Clin. Therapy :322 956 all night 











© CLINICAL THERMOMETER 


DESCRIPTION: Either momentary or continuous 
oral or rectal readings may be obtained with this 
unit, which operates by means of batteries and 
has a completely transistorized circuit. The ac- 
curacy of this instrument is not affected until the 
cells are almost exhausted; a test button gives 
ample warning that batteries need replacing. In 
normal service, batteries last about one year. The 
thermometer has a probe 0.093 in. in diameter 
and is available with either centigrade or Fahren- 
heit scales. Containers for sterilizing are an in- 
tegral part of the instrument. 

PRODUCER: Sarasota Engineering Co., Inc., Sara- 
sota, Fla. 


® TIGAN 


DESCRIPTION: Antiemetic. 
COMPOSITION: Each capsule contains 100 mg. 
4-( 2-dimethylaminoethoxy ) -N-(3,4,5-trimethoxy- 
benzoyl) benzylamine hydrochloride. 

DOSAGE AND ADMINISTRATION: | to 2 capsules ev- 
ery four hours or as needed. 

PRODUCER: Roche Laboratories, Division of Hoff- 
mann-La Roche, Inc., Nutley, N. J. 


@ MYCOLOG OINTMENT 


PURPOSE: Antibacterial, antifungal and antipru- 
ritic dermatologic treatment. 

COMPOSITION: Combination of KENALOG® (triam- 
cinolone acetonide), SPECTROCIN® (neomycin 
and gramicidin) and MycosTATIN® (nystatin) in 
an ointment base. 

INDICATIONS FOR USE: Conditions caused by bac- 
terial or monilial infection. 

HOW SUPPLIED: 5 and 15 gm. tubes. 

PRODUCER: E. R. Squibb & Sons, division of Olin 
Mathieson Chemical Corporation, New York. 
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®@ ANECTINE FLO-PACK® 


NEW PACKAGE FORM: Anectine powder, which 
retains its potency indefinitely, is now available 
in a plastic injection unit for continuous intra- 
venous infusion. Either vacuum or nonvacuum 
bottles may be used, and separate needles or 
syringes are not needed. The units, which do not 
require refrigeration, are easy to store. 

HOW SUPPLIED: 500 or 1000 mg. packs. 
PRODUCER: Burroughs Wellcome & Co. (U.S.A.) 
Inc., Tuckahoe, N.Y. 


® THERUHISTIN® FORTE 


NEW DOSAGE FORM: Sustained-action tablets con- 
taining 24 gm. isothipendy! hydrochloride. 

HOW SUPPLIED: Bottles of 100 and 1000. 
PRODUCER: Ayerst Laboratories, New York. 
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® VISO-CARDIETTE 
(Model 100) 














DESCRIPTION: Incorporating an enclosed galva- 
nometer, 15 transistors and printed wiring pan- 
els, this two-speed electrocardiograph produces 
tracings of a high degree of linearity and im- 
proved frequency response. Nine standard leads 
and three sensitivities (0.5, 1 and 2 cm. per 
millivolt) are provided. The stainless steel con- 
trol panel is not affected by spillage of electrode 
paste. A completely visible horizontal area for 
viewing and writing shows 51% in. of chart. A 
special jack permits connection of an oscilloscope 
for visual monitoring of the waves. Other jacks 
accept AC and DC signals for one-channel re- 
cording of physiologic events. The unit weighs 
29 lb., including accessories. 

PRODUCER: Medical Division, Sanborn Company, 
Waltham, Mass. 


(Continued on page A-120) 
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Fach PARAEFON tablet contains | 
a- * PARAEFLEX © Chlorzoxazone 125 me | 
1- Specihe for skeletal muscle spasm } 
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@ HYDRAULIC 
EXAMINATION 
CHAIR 
(No. 1340) 





DESCRIPTION: Features of this unit are a spring 
seat, finger-tip-controlled adjustable back, adjust- 
able headrest and platform footrest. The com- 
pletely sealed hydraulic mechanism allows a 7 in. 
rise; dual control pedals remain stationary when 
seat is raised or lowered. The chair is available 
in satin-chrome finish with upholstery which can 
be wiped clean. 


PRODUCER: Royal Metal Mfg. Co., New York. 





© MARK III ELECTRO-LARYNX 


DESCRIPTION: Laryngects or persons with partial 
loss of voice can easily produce mechanical but 
understandable sounds with this simple vibrator. 
The device is held firmly against the trachea, 
near the Adam’s apple. By pressing a switch, the 
instrument vibrates the column of air in the 
windpipe, and these vibrations can be modulated 
into intelligible speech. Weighing less than a 
pound, the unit is portable and self-contained. 
Two lifetime batteries, produced by Gulton In- 
dustries, Inc., and made of nickel cadmium, acti- 
vate the vibrator. One battery operates for an en- 
tire day, while the other is being recharged. 

PRODUCER: Kett Engineering Corporation, Santa 


Monica, Calif. 
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® SOMA TABLETS 


PURPOSE: To relieve pain and stiffness in muscles 
and joints. 
COMPOSITION: 
carisoprodol. 
DOSAGE AND ADMINISTRATION: 1 tablet three times 
daily and at bedtime. 

HOW SUPPLIED: Bottles of 50. 
PRODUCER: Wallace Laboratories, 
wick, N. J. 


Each tablet contains 350 mg. 


New 


Bruns- 





® INTERCOMMUNICATION UNIT 


DESCRIPTION: Less than 3 in. high and propor- 
tioned like a book, this unit lies flat on the desk. 
It is finished in brushed chrome and is charcoal 
gray in color. 

PRODUCER: Talk-A-Phone Co., Chicago. 





© PROTHROMETER 


DESCRIPTION: For rapid and reliable bedside de- 
terminations of prothrombin time by the Man- 
chester one-stage method, this device combines a 
thermostatically controlled slide and pipet holder 
with an electric timer directly readable to 0.1 sec- 
ond. The instrument operates on 115 V, 60 cycle 
current and is available separately or with a 
complete kit. The kit measures 414 by 9 by 10% 
in. and includes equipment and accessories neces- 
sary for performing the determinations. 
PRODUCER: Oxford Laboratories, Redwood City. 
Calif. 
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| A moderate 
; low-fat 
well-balanced 


breakfast for 


aman of 25 years 





When a moderate reduction of dietary fat is indicated, it dietary allowances! of protein, important B vitamins, 
r. is worthwhile to consider a basic cereal and milk break- essential minerals ; and provides quick and lasting energy. 
7 fast which, as shown in the table below, contributes well- The Iowa Breakfast Studies demonstrated for young 
balanced nourishment. This breakfast is moderately low men that a basic cereal and milk breakfast maintained 
Y in fat because its fat content of 10.9 gm. provides 20 per mental and physical efficiency during the late morning 
cent of the total calories. \t provides “*Men, 25 Years” hours and that it was superior in doing so when com- 
with approximately one-fourth of the recommended pared cither to a larger or smaller morning meal. 


recommended dietary allowances* and the nutritional contribution of a moderate low-fat breakfast 


Menu: Orange Juice—4 oz.; 
Cereal, dry weight—1 oz. ; 
Whole Milk—4 oz.; Sugar—I1 teaspoon; 














j | 
y Toast (white, enriched)—2 slices ; {| 
Butter—5 gm. (about | teaspoon); | 
: | 
Nonfat Milk—8 oz. i} 
} 
| 
\| 
Vitamin Niacin Ascorbic | 
Nutrients Calories Protein Calcium tron ~ Thiamine Riboflavin equiv. Acid | 
Totals supplied by 
Basic Breakfast ** 503 20.9 gm. 0.532 gm. 2.7 mg. S8B1.U. 0.46 mg. 0.80 mg. 7.36 mg. 65.5 mg. 
t Recommended Dietary! 
Allowances—Men, 25 Years | 
a (70 kg.—154 Ib.) 3200 70 gm. 0.8 gm. 10 mg. 5000 LU. 1.6 ing. 1.8 mg. 21 mg. 75 mg. i 
Percentage Contributed 
4 by Basic Breakfast 15.7 29.8 66.5 27.0 11.8 28.7 44.4 35.0 87.3 
) () “) ) 
a | 
| 
r : | 
*Revised 1958. Faod and Nutrition Board, National Research ' The allowance levels are intended to cover individual variations | 
™ Council, Washington, D.C. among most normal persons as they _ in the United States under | 
**Cere s >, Inc , , , v0 usual environmental stresses. Calorie allowances apply to | 
jut? eg : Breakfast Source Book, Chicago: Cereal individuals usual'y engaged in moderate physical activity. For | 
e f o weaned ~y ” ° office workers or others in sedentary occupations they are excessive. | 
Watt, B. K., and Merrill, A. L.: Composition of Foods — Raw, Adjustments must be made for variations in body size, age, H 
7 Processed, Prepared. U.S.D.A. Agriculture Handbook No. 8, 1950. physical activity, and environmental temperature. | 
} 
{ H 


CEREAL INSTITUTE, INC. 
135 South La Salle Street, Chicago 3 


A research and educational endeavor devoted to the betterment of national nutrition 
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THE MEDICAL 


> SURGERY OF THE PROSTATE 


By Henry M. Weyrauch, M.D., Chief, Division 
of Urology, Stanford University School of Medi- 
cine, Stanford-San Francisco. 535 pages with 
288 illustrations. 1959, W. B. Saunders Com- 
pany, Philadelphia and London. $15.00. 


All residents in urology and others who oper- 
ate on the prostate gland should read this well- 
illustrated book thoughtfully. The topics covered 
include: surgical anatomy and pathology; diag- 
nosis; indications for and choice of operation; 
preparation of the patient; anesthesia: principles 
of prostatic surgery: perineal, suprapubic and 
retropubic prostatectomy (including “radical” 
retropubic and perineal) and transurethral re- 
section (with use of the McCarthy type of instru- 
ment by the author and the Thompson punch by 
John L. Emmett); postoperative care and com- 
plications: and, lastly, some speculations about 
the future of prostatic operations, particularly 
with respect to cancer. 

The presentation is sufficiently detailed to serve 
as a “do-it-yourself” manual. The two longest 
sections concern the transurethral operation and 
postoperative complications. Indeed, the empha- 
sis on complications, particularly of transurethral 
resection, is so great as to make me wonder 
whether, had this book been in existence at the 
start of my own urologic career, I would not 
have hesitated to try the transurethral operation. 
However, it is more helpful to emphasize the 
difficulties than to gloss them over, and a dili- 
gent reader of this book should be ready to rec- 
ognize and cope with almost any complication. 
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No one can write a book without drawing some 
criticisms from those really interested in the sub- 
ject. In this text, too many proper names are 
misspelled and a few words appear to have been 
invented. It is extremely unhandy as a reference. 
because the writer mentions only names and 
years; there is no bibliography, so that one needs 
a good library—or librarian—and plenty of 
time if one wants to look up a reference. It seems 
to me that a work as extensive as this should in- 
clude a genuine bibliography, and that more con- 
tributors to the literature could have been men- 
tioned without doing any harm. Nevertheless, the 
view expressed in the opening sentence still stands. 

C.D. €. 


> MANUAL OF DIFFERENTIAL 
DIAGNOSIS 


By William C. Matousek, M.D., Chief, Medical 
Service, Veterans Administration Hospital, Miles 
City, Montana. 352 pages. 1959, The Year Book 
Publishers, Inc., Chicago. $8.00. 


The differential diagnoses of 74 conditions. 
such as abdominal distention, amenorrhea, cya- 
nosis, hematuria, jaundice, sterility and weak- 
ness, are discussed in this volume. The text is 
purposely brief and, hence, suitable for rapid 
reference. Of necessity, many subjects are treated 
superficially, and there are no references. Its 
brevity and the multiplicity of subjects with 
which it deals will make this manual useful to the 
busy physician. 


(Continued on page A-130) 
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> PSYCHOTHERAPEUTIC DRUGS 


By Ashton L. Welsh, M.D., Assistant Profes- 
sor of Dermatology and Syphilology, University 
of Cincinnati College of Medicine, Cincinnati. 
American Lecture Series. 139 pages. 1959, 
Charles C Thomas, Springfield, Illinois. $4.75. 


A review of the literature concerning the tran- 
quilizing drugs, supported by the experience and 
studies of the author, is presented in this com- 
pact, readable volume. Subject matter is well or- 
ganized under the headings of phenothiazines, 
Rauwolfia alkaloids and fractions, substituted 
propanediols, diphenylmethane derivatives, and 
ureides and amides. Each section begins with a 
list of the drugs to be considered; the generic 
and proprietary names, structural formula and 
manufacturer of each drug are given. Short, well- 
worded summaries of general properties and in- 
dications are presented for every drug, and the 
specific dermatologic uses are discussed. The 
chief toxic hazards are briefly listed, with numer- 
ous references to pertinent literature. This sum- 
marized information forms a handy reference 
source, particularly for physicians who are not 
specialists in this therapeutic area. 

F. T. M. 


& CANCER 


Diagnosis and Treatment 


Edited by John B. Field, M.D., Assistant Clinical 
Professor of Medicine, University of Southern 
California School of Medicine, Los Angeles, with 
28 contributors. 796 pages, illustrated. 1959, Lit- 
tle, Brown & Company, Boston. $18.50. 


Investigations into the nature, causes, diag- 
nosis and treatment of cancer are being accel- 
erated in all parts of the world. Believing that 
today’s physicians need up-to-date knowledge of 
cancer, the editor of this book has emphasized 
points that were not taught in medical schools. 
The contributors to this work are well known 
for their original work in the management of 
cancer and in research. 

Following an account of the growth of our 
knowledge of cancer, the medical care of patients 
with cancer is discussed. Particular emphasis is 
placed on the need for increasing the index of 
suspicion of cancer. Many practical points are 
brought out concerning the importance of the 
doctor’s role in managing patients in every stage 
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of the disease process, including those faced with 
radical surgery or with knowledge of having an 
inoperable lesion. 

The incidence and natural course of cancer in 
the various anatomic regions of the body are dis. 
cussed; the lesions are classified, and the impor- 
tant diagnostic steps are outlined. A special chap. 
ter is devoted to cancer in children. 

Chemotherapy represents the latest approach 
in the treatment of cancer. The historical aspects 
of this method are fully covered, and all the 
drugs that have been or are currently used are 
discussed in considerable detail. Indications, dos. 
ages, toxic effects and the results of therapy are 
presented. The section on radiotherapy includes 
a discussion of methods of administration and a 
list of tumors that respond to such treatment. 
The manner in which data on the results of pres- 
ent-day therapy are presented makes this volume 
particularly interesting for practicing physicians. 


Y. S. 


> BONE TUMORS 
By Louis Lichtenstein, M.D., Chief Pathologist, 


General Medical and Surgical Hospital, Veterans 
Administration Center, Los Angeles. Ed. 2. 402 
pages with 220 illustrations. 1959, The C. V. 
Mosby Company, St. Louis. $12.00. 


Three new chapters which have to do with the 
clinical management of bone lesions that may be 
tumors, tumors of periosteal origin, and tumors 
of synovial joints, bursae and tendon sheaths 
have been added to this text. Obviously, too, Dr. 
Lichtenstein has brought the bibliography up to 
date. He has also expanded the portion of the 
appendix on non-neoplastic lesions of bone which 
may be mistaken for tumors. In general, this sec- 
ond edition should be received as enthusiastically 
as was the first. 

The format of the book makes for easy read- 
ing, and the organization of each chapter demon- 
strates the author’s ability to develop a subject 
to the satisfaction of the reader, omitting extra- 
neous material but including all that is necessary 
for proper understanding. As is true of all manu- 
scripts, there are places where the reader may 
disagree with the author, for example, in the 
grading of giant-cell tumors; but all in all this 
volume remains a most worthwhile textbook. 

E. W. J. 
(Continued on page A-132) 
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& PRACTICAL OBSTETRIC 
PROBLEMS 


By lan Donald, M.D., Regius Professor of Mid- 
wifery, University of Glasgow, Glasgow, Scot- 
land. Ed. 2. 712 pages, illustrated. 1959, The 
Year Book Publishers, Inc., Chicago. $11.00. 


Although it is difficult to write a new book on 
obstetrics, the author, with his wide experience 
in this field and in gynecology, has given us the 
very latest information in managing everyday 
obstetric problems. This book contains all the 
newest material appearing in various obstetric 
journals, and the journals are documented in an 
adequate bibliography. 

The recognition and management of afibrino- 
genemia, as well as the present views on radia- 
tion hazards, particularly to the fetus, are well 
shown. Also discussed are modern methods of 
analgesia and anesthesia in obstetrics; various 
operative technics, such as mitral commissuroto- 
my and the surgical treatment of cervical incom- 
petence; and views on treating infections and on 
their resistance to many present-day antibiotics. 
This book illustrates well the preface to the first 
edition: “The art of teaching is the art of shar- 
ing enthusiasm.” 

E. A. B. 


> THERAPEUTIC RADIOLOGY 
By William T. Moss, M.D., Assistant Professor 


of Radiology, Northwestern University Medical 
School, Chicago. 403 pages with 146 illustra- 
tions. 1959, The C. V. Mosby Company, St. Louis. 
$12.50. 


Although there have been a few incomplete 
treatises on radiotherapy, this text represents the 
first complete approach to the subject insofar as 
current knowledge is concerned. It fills a gap in 
the literature of roentgenology which has been 
keenly felt by those working in this field. 

The author’s purpose of introducing clinical 
radiotherapy, its philosophy and place in patient 
care, is more than adequately fulfilled. Supple- 
menting his own opinions and experiences, he 
discusses the present state and lack of knowledge 
in this field and presents controversial opinions, 
thus enabling the reader to evaluate each topic 
more completely. 

Each of the 20 chapters is devoted to a specific 
anatomic zone, starting at the level of the skin 
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and oral cavity and progressing down to the re- 
productive organs; subsequently, tumors of bone 
and of hematopoietic, nervous and soft tissue are 
discussed concisely yet completely. Radiologic 
effects on normal tissue, as well as on specific 
neoplasms in various organs, are excellently cov- 
ered. However, since this text is limited to clini- 
cal radiotherapy, it does not include a discussion 
of radiation physics or of the study and practical 
application of radioisotopes. 

The illustrations are good examples of radio- 
therapeutic results, and the graphs and charts 
illustrate expected results based on personal and 
authoritative investigations. The text and the 
bibliography are equally well organized. 

This book is a must for both student and ex- 
perienced radiologists and for pathologists, gyne- 
cologists and surgeons. 

S. B. F. 


> ATOMIC MEDICINE 


Edited by Charles F. Behrens, M.D., Consultant 
and Lecturer in Radiology, U. S. Naval Medical 
Center, Bethesda, with 25 contributors. Ed. 3. 
705 pages, illustrated. 1959, The Williams & 
Wilkins Company, Baltimore. $15.00. 


The principles and applications of radioactive 
materials to medicine are covered in an almost 
encyclopedic fashion in this widely revised edi- 
tion. While each subtopic, notably diagnostic and 
therapeutic applications, may be more elaborate- 
ly treated in other books, no other text has suc- 
ceeded in covering all the facets so thoroughly. 

The book is unique in one respect, which 
justifies its title. Atomic bomb phenomenology 
is described in uncomfortably thorough detail, 
followed by a lengthy discussion of the biologic 
effects of radiation, including those from fallout. 
In the event of an atomic war, physicians will 
find their specialty ratings of little significance: 
all will be expected to furnish general medical 
care. This is an excellent text for the physician 
to use in acquainting himself with the medical 
problems of excess radiation—preferably before 
the war occurs. For other reasons, physicians 
will be interested in the chapter, “Survival meth- 
ods in atomic disaster.” 

Except for several crude charts which have 
been sketched freehand, the format of the book 
is good. 


(Continued on page A-134) 
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> PEDIATRIC NEUROLOGY 


By Stanley S. Lamm, M.D., Clinical Professor of 
Pediatrics, State University of New York College 
of Medicine, New York. 495 pages with 22 illus- 
trations. 1959, Landsberger Medical Books, Inc., 
New York. $12.90. 


The many and various disturbances of the 
nervous system in children are briefly discussed 
in this book. The author deals most extensively 
with developmental defects, cerebral palsy, and 
infections of the central nervous system, and 
somewhat less thoroughly with convulsive dis- 
orders and brain tumors. Factual, up-to-date in- 
formation is given and authoritative references 
at the end of each chapter increase the value of 
the book. 

It is obviously not meant to be an exhaustive 
treatise. Because it is brief and to the point it 
should be a handy volume for the pediatrician, 
general practitioner and those doing public health 
work concerned with children. It will also be a 
useful companion volume to the more detailed 
texts such as Ford’s. 

H. M. K. 


Books received are acknowledged in this depart- 
ment. As space permits, books of principal interest 
to our readers are reviewed more extensively. 


Surgical Pathology. By Lauren V. Ackerman, M.D., 
Professor of Surgical Pathology and Pathology, and 
Harvey R. Butcher, Jr., M.D., Associate Professor of 
Surgery, Washington University School of Medicine, St. 
Louis. Ed. 2. 1,096 pages with 1,114 illustrations. 1959, 
The C. V. Mosby Company, St. Louis. $15.00. 


Fundamentals of Otolaryngology. A textbook of ear. 
nose and throat diseases. By Lawrence R. Boies, M.D., 
Professor and Chairman, Department of Otolaryngology. 
University of Minnesota Medical School, Minneapolis, 
and seven associates. Ed. 3. 510 pages with 212 illustra- 
tions. 1959, W. B. Saunders Company, Philadelphia and 
London. $8.00. 


Clinical Neurophysiology. By John Marshall, M.D.. 
Reader in Clinical Neurology, University of London In- 
stitute of Neurology, London, England. 296 pages with 
159 illustrations. 1959, Charles C Thomas, Springfield. 
Illinois. $8.00. 


The Mentally Retarded Child at Home. A manual 
for parents. By Laura L. Dittmann, Specialist in Home 
Training Programs for Mentally Retarded Children, Di- 
vision of Health Services, U. S. Department of Health. 
Education, and Welfare. 99 pages, illustrated. 1959, U. S. 
Department of Health, Education, and Welfare, Social 
Security Administration, Children’s Bureau, Washing- 
ton, D.C. $0.35. 


The Medical Bookman 





A History of Ophthalmology. MD Monograph on 
Medical History. By George E. Arrington, Jr., M.D., As. 
sociate in Ophthalmology, Medical College of Virginia, 
Richmond. 174 pages. 1959, MD Publications, Inc., New 
York. $4.00. 


The Family Medical Encyclopedia. By Justus J. 
Schifferes, Ph.D. 617 pages, illustrated. 1959, Little, 
Brown & Company, Boston. $4.95. 


Intra Vascular Catheterization. Compiled and edited 
by Henry A. Zimmerman, M.D., Chief of the Cardio- 
vascular Section, Division of Medicine, St. Vincent Char- 
ity Hospital, Cleveland, with 23 contributors. 782 pages, 
illustrated. 1959, Charles C Thomas, Springfield, Illinois. 
$16.75. 


Diseases of the Colon and Anorectum. Edited by 
Robert Turell, M.D., Associate Professor of Clinical Sur- 
gery, Albert Einstein College of Medicine of Yeshiva 
University, New York, with 82 contributors. Vols. 1 and 
2. 1,238 pages with 634 illustrations. 1959, W. B. Saun- 
ders Company, Philadelphia and London. $35.00. 


Physiology of Cardiac Surgery; Hypothermia, Extra- 
corporeal Circulation and Extracorporeal Cooling. By 
Frank Gollan, M.D., Assistant Director of Professional 
Services for Research, Veterans Administration Hospital, 
Nashville. 96 pages with 18 illustrations. 1959, Charles 
C Thomas, Springfield, Illinois. $4.50. 


A Doctor Discusses Menopause. By G. Lombard Kelly, 
M.D., President Emeritus and formerly Professor of 
Anatomy, Medical College of Georgia, Augusta. 90 
pages, illustrated. 1959, The Budlong Press, Chicago. 
$1.50. 


Bronchography. By C. Dijkstra, M.D., Medical Super- 
intendent, De Klokkenberg Sanatorium and Chest Hos- 
pital, Breda, Netherlands. 157 pages with 106 illustra- 
tions. 1958, Charles C Thomas, Springfield, Illinois. $9.50. 


Radiation Biology and Cancer. A collection of papers 
presented at the twelfth annual Symposium on Funda- 
mental Cancer Research, 1958. Edited by the staff of 
the University of Texas M. D. Anderson Hospital and 
Tumor Institute, Houston. 493 pages, illustrated. 1959, 
University of Texas Press, Austin. $8.50. 


The Medical Secretary; in a Medical, Hospital, or Den- 
tal Office. By Kenneth B. Coffin, Head of the Depart- 
ment of Secretarial Administration, San Jose State Col- 
lege, San Jose, California, and R. Forrest Colwell, The 
Colwell Publishing Company, Champaign, Illinois. 391 
pages with 40 illustrations. 1959, The Macmillan Com- 
pany, New York. $5.95. 


Tumours of the Bladder. Series on neoplastic disease 
at various sites. Vol. 2. Edited by David M. Wallace, 
F.R.C.S., Senior Lecturer, Institute of Urology, Univer- 
sity of London, London, England. 352 pages with 202 
illustrations. 1959, E. & S. Livingstone Ltd., Edinburgh 
and London. Distributed by The Williams & Wilkins 
Company, Baltimore. $11.50. 


Care of the Patient With a Stroke. A handbook for 
the patient’s family and the nurse. By Genevieve Waples 
Smith, R.N. 148 pages, illustrated. 1959, Springer Pub- 
lishing Company, Inc., New York. $2.75. 
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Why G.I. patients abandon therapy 





Bandes reports that G.I. patients 
often abandon therapy because of the 
unpleasant side effects of the 
prescribed drugs—blurred vision, 
dry mouth and loginess. 


In a clinical trial of such patients who 
had abandoned other therapy, 

90% had gratifying relief of symptoms, 
and 85% were free of any side 
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ges 
Personal Diary 


and Observations on 
Medical Life 
by MORRIS FISHBEIN, M.D. 


May | 
sors Tsamboulas and Samaras to 
drive to the country for luncheon 
of fresh fish just come from the 


At noon with Profes- 


sea and to talk advances in car- 
diology. In the afternoon driving 
about Athens to view the won- 
derful new homes and the great 
new hotels in process of con- 
struction, to see the university 
and the American college, and to 
walk briefly about the remains of 
Jupiter's temple. Then to view 
also the outside of Schliemann’s 
former home, and so much is 
now being written about him that 
his name looms large in history. 
In the evening to stop briefly by 
the small Jewish synagogue which 
follows what is called the con- 
servative ritual, and then to visit 
the great fifteenth-century Greek 
Catholic cathedral and chapel. 


May 2—Preparing copy for 
various publications. For a con- 
ference Madame Mikru- 
lachi, teacher in rehabilitation, 
and the journalist Rigos. At noon 
with Dr. Samaras and his lady to 
drive to the Yacht Club for lunch- 
eon. Then back to the hotel to 
visit with Mrs. Alivisatos. who 
brought me a copy of Henry 
Miller’s “Colossus of Maroussi.” 
which tells delightfully of an 
early visit to Greece. Next to the 
airport and then off by BEA to 
Istanbul. 


came 
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May 3 


incredible 


For a visit to the 
mosques of Santa 
Sophia, the Blue Mosque and the 
Mosque of Suleiman the Magnifi- 
cent, and to the obelisk and the 
monument presented by William 
II. Next to see the university and 
old medical school. Driving about 
the old town and along the boule- 
vards and seeing the great new 
apartments towering above the 
old wooden structures. For lunch- 
the beautiful Hilton of 
Istanbul. where the best of mod- 
ern mingles with the traditional 
Turkish. During a long drive 


eon to 


along the Bosporus, visited the 
old fortress and saw the religious 
washing hands, feet and faces be- 
fore responding to the muezzin’s 
call to prayer. 

So out to the joining of the 
Bosporus and the Black Sea 
where stringent controls protect 
against the entrance of the Rus- 
sians. Back through the country- 
side and had tea in the Hilton 
while listening to the South 
American music of Lorenzo Gon- 
zalez. In the evening meeting 
“Bob” Stern. who is going around 
the world to meet Frank Stern 
in Cannes, and Bernice Sax, 
whose husband heads the Eighth 
\rmy quartermaster corps  sta- 
tioned in Korea. 


May 4 
Dr. Irfan Urgancioglu, an in- 
ternist returned from five years 
at Columbia in New York, Louis- 
ville and Ohio. So with him to 
see the Akil Muhtar Pavilion of 
the medical 


This morning came 


school over which 
presided a charming Turkish 
nurse called Meliha Oskay. Here 
viewed the laboratories with Drs. 
Vensan Seyyahi and Fahir Gok- 
sel, with much modern equipment 
and organization. In each out- 
patient department a great case 
of drugs. | found, was used, since 
these were samples, for free dis- 
tribution to the patients. Next, a 


fine conversation with Dr. Suphi 
Artunkal, pharmacologist and 
clinician, just returned from a 
meeting in Vienna. Here learned 
that a Turkish virologist now be. 
lieves he has the virus cause of 
Behcet's syndrome. 

In the afternoon to visit the 
old palace of the sultans and saw 
amazing collections of porcelain 
from all over the world, includ. 
ing hundreds of pieces from 
Ming and T’ang dynasties in 
China, as well as Meissen, Dres. 
den, Limoges and Delft. but prae- 
tically nothing of the famous 
Britishers such as Wedgwood and 
Royal Worcester, nor of Danish 
Royal Copenhagen. The crown 
jewels, which occupied four large 
rooms, were a dazzling display of 
emeralds, rubies, sapphires. tur- 
quoises and diamonds, making all 
other royal collections of jewels 
seem pitifully small. Next to see 
the great cisterns with hundreds 
of columns built by the Emperor 
Justinian to guarantee a water 
supply. Finally to the bazaars 
where thousands of descendants 
of Ali Baba and his 40 purloiners 
beseech the visitor merely to 
come and look and make an offer. 


May 5—In Turkey the two 
medical schools are in 
Ankara with a new one 
opening in Izmir. The school in 
Istanbul takes in some 300 stu- 


Istanbul 
and 


dents in a competitive examina- 
tion and about 150 finish the six 
year course. Faculty positions are 
achieved by competitive examina- 
tions which include a language 
test in English, French or Ger- 
man, a colloquium, a thesis and a 
practical. Faculty members work 
until about 3:00 p.M., after which 
they may have their own prac- 
tice. Workers up to any income 
are covered by the social insur- 
ance program as to medical costs. 

At noon to the Rotary Club. 


(Continued on page A-146) 
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which was having an election. 
The program included Turkish 
and French with a little English. 
Some six visiting Rotarians were 
from the United States, with oth- 
ers from Japan, Sweden, Greece 
and Turkish cities. Next to visit 
the new palace of the sultans 
which has glorious crystal chan- 
deliers, an alabaster bathroom, 
and gorgeous rooms once inhab- 
ited by the ladies of the harem of 
which there were as many as 300 
at one time. 

At night to the home of Dr. 
Urgancioglu to meet his beauti- 
ful, young Turkish wife and little 
Ali, now 10 months old, and par- 
took of a Turkish dinner. 


May 6—FEarly awake and 
shopping for dolls in harem cos- 
tumes. By KLM in a smooth and 
enjoyable nonstop tlight to Vien- 
na. To the airport in Vienna 
came M. Arthur Kline in his Lenci 
and with him to the Hotel Im- 
perial. Then to walk the streets 
and look into the many shops of 
a prosperous Vienna, after which 
we dined at the Imperial and 
much later to bed. 


May 7——To see again the mar- 
vels of the Schoenbrunn castle; 
to walk in the gardens while the 
Viennese enjoyed the sunshine 
on this Ascension Day holiday: 
to Cobenzl to eat outdoors while 
looking over the city; to drive 
through the Prater where thou- 
sands were enjoying the miles of 
park within the city and hun- 
dreds in Tyrolean costumes were 
seen at the stadium and walking 
among the gardens; driving 
through the reviving Jewish dis- 
trict—20,000 remain out of 200,- 
000—now being reinforced by 
refugees from Romania, Hungary 
and Russia; then to walk along 
the Opernringstrasse and met 
Grossman of La Rabida with his 


aunt. At night to hear “Aida,” 
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Dr. Pepy s’ Pages 


TuHat’s HUMAN NaTuRE 

Mrs. Plotkin was worried about lit- 
tle Mortimer who simply refused to 
eat. The doctor suggested she divert 
his attention by telling him a fairy 
story while she fed him. 

“Mortimer.” she sang, “once upon 
a time—take the grape juice—there 
was a girl named Cinderella—the fa- 
rina, Mortimer—now Cinderella had 
two sisters who weren’t very nice— 
Mortimer, eat the eggs!” And so on. 

Well, Mortimer ate the eggs and 
the rest of the breakfast too. Now, 
five years later, Mortimer weighs 140 
'b. and he still hasn’t heard the end 
of the story. 


CAUGHT 


The man was choking on a chicken 
bone. He was rushed to the doctor 
who removed it. “What do I owe 
you?” he asked. 

“At least half of what you were 
ready to pay when the bone was still 
in your throat,” replied the doctor. 


te 


beautifully staged in the redeco- 
rated opera house. 


May 8—Early to the library 
of the American Medical Society 
of Vienna where greeted by M. 
Arthur Kline and Anna Engle. 
There all the morning reading 
the periodicals and at noon to 
luncheon at the Embassy Snack 
Room. In the afternoon at my 
scrivening. and in the evening to 
meet with Dr. Briicke, professor 
of pharmacology. and Victor 
Frankl, professor of psychiatry, 
discussing in particular the tran- 
quilizers and psychic energizers, 
and the difference in American 
and Austrian attitudes. As to 
PYRAMIDON®, several views were 
set forth, principally that the 
American Pyramidon differs 
from the European, or second, 
that the American constitution 
differs from the European, and 
old Pepys is willing to accept that 
American medicine differs from 
the European. Thereafter to the 
Stadt Krug, where the food and 


drink were perfection, the con. 
versation hilarious, and the soft 
piano music restful. 


May 9—For some several 
hours shopping with Mistress 
Pepys with lunch at Demel’s, 
which was overcrowded and over- 
rated. Then came the Horkys and 
we drove with them to the Lust- 
haus in the Prater, and had tea 
in the Stadtsgarten while listen- 
ing to the Samstag’s concert. 
Next to the Volksoper where a 
most efficient and delightful cast 
sang “Zigeuner Baron” by Jo. 
hann Strauss. At the hotel. a di- 
ploma in gold and a card of life 
membership in the A.M.A. of 
Vienna! 


May 10—In the lobby of the 
Hotel Imperial meeting the Ap- 
plebys of Bellevue, Ohio, and we 
talked of our mutual friend, 
Scott Stevenson. and of other af- 
fairs. Then to see the Spanish 
Riding School, where the gor- 
geous horses performed gram- 
matical evolutions to ‘Wiener 
Blut” and other Viennese melo- 
dies. To Sacher’s for a fine 
luncheon and in the afternoon 
to read and rest and stroll in the 
sunshine. To dine “Zu den drei 
Husaren,” really the best in 
Vienna. 


May 11—Now came Dr. M. 
Arthur Kline to say farewell, and 
we traveled by car through the 
Vienna suburbs where great new 
industries are building, and more 
magnificent housing projects. 
The drive along the river Moer 
through Semmering, world re- 
nowned for its ski slides, was fas- 
cinating. In Bruck, to luncheon 
at the Hotel Bauer. Next through 
the foothills of the Alps to 
Schloss Rabenstein bei Frohn- 
leiten in Steiermark, and greeted 
by our gracious hosts, Sigurt 

(Continued on page A-148) 
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Tuell (iam slelacele)(-maelalolutis 
topical “‘Meti” steroid relief in a pocket-size dispenser 
that patients can carry. with them 


savings to patients 
the advantages of topical ‘“Meti” steroid therapy at a 
price comparable to many nonsteroid preparations 


least wasteful 


supplies sufficient medication for average short-term Si, - 
. eye , Cer re 
therapy at lower initial cost <—_ VAW LO 
A 
quick relief 
for poison ivy dermatitis, summer exacerbations of 
skin allergies 
50 Gm, container—16.6 mg. prednisolone. 50 Gm. container —16.6 prednisolone 
150 Gm. container —50 mg. prednisolone. and 16.6 mg. neomycin sulfate. " 


MeETI-DerM,® brand of prednisolone topical. 150 Gm. container —50 mg. prednisolone 
Meti,® brand of corticosteroids. and 50 mg. neomycin sulfate. 


SCHERING CORPORATION + BLOOMFIELD, NEW JERSEY $-185 








Reininghaus and his charming 
Swiss lady. Some hours viewing 
the treasures of art, furniture, 
china, glass and tapestry in the 
many rooms, and heard of visits 
here recently by Dr. Harry 
Arnold of Hawaii and Dr. Flan- 
ders Dunbar of New York. So 
dined en famille, and then to bed 
in a two-story bedroom with a 
baroque ceiling. After 10 hours 
of sleep, the first in many years. 
awakened to the sounds of birds 
in the trees surrounding the cas- 
tle, perched 1000 ft. above the 
river Moer. 


May 12—In the morning to 
walk along the river Moer until 
a shower came. At noon arrived 
Harold Strong and his lady from 
New Haven, and we talked about 
Wilbur Cross and other Yale 
celebrities, including particular- 
ly Lafayette Mendel and his fam- 
ily. After luncheon, off to Graz 
and viewed the old university 
and the somewhat obsolete hos- 
pital, and startled by a sign tell- 
ing where to carry the corpses. 
Next saw the old tower and the 
cable car to the top of the hill. 
and many old baroque houses. 
So then driving back to Raben- 
stein for another delightful din- 
ner with our hosts and we talked, 
as Sigurt Reininghaus said, of 
“orosse Welt.” 


May 13 
Rabenstein and all day driving 
to Schloss Sighartstein bei Neu- 
markt. En route viewing the 
mountains and lakes of Austria 
and stopping at Bad Ischl for tea 
at Viktor Zauner’s, which is the 
number Konditorei. At 
Schloss Sighartstein dining en 
famille with the Graf Wolf Uiber- 
acher and talked to little Sabina 
and Katrina, and found the 
grandmother, Mary Anne Uiber- 
acher, brilliantly read in current 
topics including science. 


Farewell to Schloss 


one 
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SomME SEASONABLE SAYINGS 


Oscar Wilde defined “experience” 
as the name we give to our mistakes. 


R. B. Thomas—“If you want the 
time to pass quickly just give your 


note for 90 days.” 


“Statistics are 
—they will testify for 


Fiorello La Guardia 
like alienists 
either side.” 


PsYCHOLOGY 


most undisci- 
plined of disciplines, the nursery and 
romping ground for every extrava- 
gance, a Tower of Babel for every 
known and unknown tongue, a mint 


“Psychology is the 


for counterfeit and spurious coins, a 
market place for every peddler of far- 
fetched and unlikely theories. It is an 
amalgam of humbug, platitude, pierc- 
ing intuition, naiveté, soaring flight of 
imagination, dull dogma, incisive rea- 
and sheer drivel.” John 
Cohen, Professor of Psychology, Uni- 
versity of Manchester. 


soning, 


May 14—FEarly to Salzburg, 
viewing the famous horse’s bath 
(reminiscent of our three minute 
car-washing devices), the famous 
festspielhaus now being greatly 
enlarged and rebuilt, the fortress 
and monastery and the Mozcart- 
haus with its intimate relics of 
the great composer. At noon to 
luncheon in “Die goldene Hirsch” 
on Getrudestrasse where each lit- 
tle shop hangs out a sign sym- 
bolic of its trade. In the after- 
noon in the antique shops and to 
Lanz’s, and then attending the 
of the Austrian Cancer 
Society, where Domagh and 
Chiari spoke and Karl Bauer, 
and that so many 
speakers referred to the Ameri- 
can experience. Now afternoon 
tea at Tomaselli. 

Back to Schloss Sighartstein 
and after dinner to sit before a 
large grate fire—called here a 
chimney fire. Count Josef Palffy 
took a picture while his lovely 
Gabrielle held the flashlight, 


which was a powder exploding in 


session 


interested 


the old-fashioned way. At night 
read Victor Frankl’s new book. 
“From Death Camp to Existen. 
tialism.” and found it deeply 
moving, scientific, and leading 
logically into his new school a 
psychotherapeutic thought. But | 
wish that he had avoided “exis. 
tentialism.” The book could have 
been titled ““A Death Camp 
Teaches the Meaning of Life.” 


May 15—Count Uiberacher 
accompanied us to Salzburg 
where old Pepys again attended 
a morning session of the Austrian 
Cancer Congress. K. F. Bauer. 
Heidelberg, told of his experi- 
ences with adrenalectomy and 
the use of radioactive gold to in- 
validate the pituitary and illus. 
trated with charts, tables. slides 
and motion pictures. About 150 
physicians attended. Dr. Erich 
Reimer, Vienna, described ex- 
perience with total gastrectomy. 
The special problem was main- 
taining normal blood. Professor 
Fellinger reported a successful 
gastrectomy for cancer with the 
patient well 19 years later. Pro- 
fessor Domagk of Elberfeld was 
optimistic as to future medical 
control of cancer. A special ses- 
sion was devoted to cytology for 
the prevention of cancer in wom- 
en. One such center was estab- 
lished in Graz in 1948 and an- 
other a year ago in Vienna. 

At noon on to Schloss Mitter- 
sill by a roundabout road pass- 
ing Zell am See and found Eddie 
Eichengreen and his lady, and 
we dined in 
talked till late. 


the Gasthaus and 


May 16—Driving to Bad Gas- 
tein—some 40 miles—and found 
not much change since 1931 
when we were in the Hotel Eu- 
rope. Lunch at the new Hotel 
Elizabeth Park. and to Mittersill 
for dinner with our host Mr. 


(Continued on page A-150) 
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the NEW CONTRACEPTIVE 


that offers 


MAXIMUM 


simplicity with security — 









WHEN JELLY ALONE __ 
1S ADVISED 








ACTIVE INGREDIENTS: IN A 


the nines wus SPECIAL BARRIER TYPE BASE 





a Borie Acie ......0055 2.0% 
spermatocidic agent rr — 05% 
, , Phenylmercuric 
is now available Acetate ........... 0.02% 


to physicians. 


ANOTHER 
H-R FIRST... 


Large tube Vaginal 
Jelly, 125 gms. with 
patented measured 
dose applicator in a 
SANITARY PLASTIC 
ZIPPERED KIT for 
“home storage (sup- Factual literature 
plied at no cost) sent upon request. 





HOLLAND-RANTOS CO., INC.:145 HUDSON STREET*NEW YORK 13, N.Y. 
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Maier, some lovely ladies who 
come from Vermont and work in 
Vienna, Ingar Hamilton and the 
profound and interesting Profes- 
sor Gustave Fossin and his wife 
from Los Gatos, California. 


May 17—To drive to St. 
Gallen in Switzerland by way of 
Innsbruck and Feldkirchen. 
Luncheon at the Hotel Tyrol in 
Innsbruck was a delight. This 
was Pfingstensonntag. The peo- 
ple wore Tyrolean costumes and 
marched in parades; the roads 
were full of ski fanatics going 
and coming from the orthopedic 
surgeons. And in St. Gallen at 


the Hotel Hecht. 


May 18—All this day driving 
amidst holiday celebrants to Bur- 
genstock. Luncheon was at Zug 
in a delightful old inn called 
Alkin’s, with ancient stoves and 
silver and a most gracious host- 
ess. Burgenstock sits high over 
Lucerne and here a group of 
hotels are operated by the Bur- 
genstock Estates. All are full of 
treasures of art, sculpture, china 
and classic beauties. Before go- 
ing to sleep, sat on the terrace 
and read the medical issue of 
Simplicissimus. 


May 19—Walking some miles 
through the wonderful woods, 
with lunch beside the swimming 
pool in marvelous mountain sun- 
shine. In the afternoon reading 
some old numbers of the Medi- 
cinische Unterhaltungs Biblio- 
thek, Leipzig, 1841. After dinner 
met the Wiles and the Sternber- 
gers of Memphis and played the 
old traveler’s game of “Do you 
know?”, “Have you been to?” 
and “Isn’t it a small world?” 


May 20—Again in the woods 
and by the cable car down to the 
lake and in a boat to Lucerne to 
visit the shops. Back on the boat 
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A baseball scout called the man- 
ager of the Cubs to tell him about 
a new find. 

“I’ve just seen the boy pitch,” he 
screamed. “He struck out 27 men, 
and one guy went out on a foul the 
catcher caught. Shall I sign him?” 

“No,” said the manager. “Sign 
the guy that hit the foul; what we 
need is batters.” 


and the cable to the heights of 
Burgenstock, most restful of all 
the Swiss resorts. 


May 21—Lay late reading and 
then for a walk in the beautiful 
woods over the lake of Lucerne. 
Again to lunch by the swimming 
pool, and then by car through the 
beautiful Swiss countryside to 
Zurich and took the plane to Am- 
sterdam. At the airport Van Ton- 
geren, Cauverien and his lady 
and all of us to the Amstel for a 
nightcap before bedtime. 


May 22—This morning to 
walk about the city, then to con- 
fer with Van Tongeren about the 
affairs of Excerpta Medica. To 
luncheon came Dr. J. C. Berntrop 
and O. M. deVall who help in 
the selections for World-Wide 
Abstracts. Next came Dr. Van 
Creveld to talk of recent research 
in pediatric hematology and of 
the proposed meeting in London 
to deal with congenital defects. 
After that Cauverien and his lady 
to dinner, and then came Sir 
Heneage Ogilvie and Lady Ogil- 


vie just in from London. 


May 23—All morning catch- 
ing up with the correspondence 
on the DICTAPHONE®, At noon to 
luncheon with Sir Heneage and 
Lady Ogilvie and in the after- 
noon to meet with Professor 
Woerdeman, Messrs. van Ton- 
geren and Cauverien and Sir 
Heneage Ogilvie to discuss the 
problems of Excerpta Medica. 


Thereafter all to De Nederlandey 
Restaurant at Vreeland where we 
are joined by Mr. and Mrs. 
Vriecsam of the Nederlanden 
Bank. Moreover, parked on the 
canal in front is our old friend. 
the artist Hoofst, and this time 
we delighted his heart by the 
purchase of a copper horse which 
is the very apotheosis of spirit 
and action. 


May 24—Lay late reading 
some thrillers by Ben Benson, 
who writes of the Massachusetts 
police, about the best of their 
kind. Then to a further three hour 
conference of the editors. After 
luncheon at “The Poland Restau- 
rant” on the Kalverstraat to drive 
about the countryside in the most 
beautiful spring weather ever | 
have seen in Holland. En route 
stopping at the castle of the Seu- 
len family near Utrecht, where 
James Boswell visited the beau- 
tiful Bella von Seulen and with 
whom he conducted the marvel- 
ous correspondence that is so 
fully reported in the book “Bos- 
well in Holland.” Thereafter all 
to the Lido, where the elite of 
Amsterdam assemble on Sunday 
night, and a fine dinner with our 
editors and with Dr. Bastiaanse, 
one of the editors of the Section 
on Obstetrics and Gynecology. 
and Mrs. Bastiaanse. In October 
he is to join the Society of Pelvi 
Surgeons at their meeting in 
Richmond, Virginia. Scientific 
Holland is preparing today to re- 
ceive the International Congress 
on Fertility and Sterility, and in 
all of Europe the questions that 
are to be discussed have the 
greatest significance. 





May 25—Until noon with my 
correspondence. Then came the 
Van Tongerens and Cauveriens 
and we lunched together. and 
Mistress Pepys put on her orchids 
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For extra low-calorie 


nutrients to help 


patients stay with a 
weight-control diet... 









New se/f-enriched Carnation Instant 


25% more protein, calcium, B-vitamins, 
richer flavor than ordinary nonfat milk 


Simple fatigue can discourage patients from 
staying with weight-control diet. A bonus of 
sustaining, low-calorie nutrients can help. 
Carnation Instant can provide such aid. 

This new fresh flavor crystal-form nonfat milk 
can be self-enriched—to provide 25% more 
protein, calcium and B-vitamins than ordi- 
nary nonfat milk—and far richer flavor. 


The patient simply adds 25% more crystals 
when mixing. Dissolves instantly in ice-cold 
water, ready to enjoy. 

The chart below shows how this more deli- 
cious nonfat milk makes significant contribu- 
tions, even to the liberal Recommended Daily 
Dietary Allowances of the National Research 
Council (1958 Revision). 





Men 


NRC Allowances, Ages 25 to 65 
Women 


Provided by 1 Qt. 25% self-enriched 
Carnation Instant 





| Protein Calcium | Riboflavin | Thiamine 
(Grams) (Grams) (Mg.) (Mg.) 
70.0 8 1.8 | 1,6-1.3 
58.0 8 1.5 1.2-1.0 
41.3 1.48 2.26 | 40 














25% self-enriched Carnation Instant 


Simply add 1 tablespoon extra Carnation Instant 


per glass, or 1/3 cup extra Carnation Instant 
per quart, over regular package directions 
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and, we left for the airport. A 
pleasant flight to Paris on a 
KLM Viscount. To the Hotel Ritz 
and walked along the Champs 
Elysées to the Arch of Triumph 
and then to the Copenhague for 
dinner, which as usual was good 
indeed. And here we met the 
Howard Wolfsons and Shermans 
from Chicago and talked of our 
travels. 








































May 26—For some hours with 
Delafresnaye at the office of the 
Council of International Organi- 
zations of the Medical Sciences, 
working out plans for a symposi- 
um and a congress on congenital 
malformations. The increased ac- 
tivities have yielded three new 
publications under the auspices 
of UNESCO and WHO, includ- 
ing “Abnormal Hemoglobins,” 
“Methods of Geographical Pa- 
thology,” and “Controlled Clini- 
cal Trials,” all of which are most 
worthy of study and use. In the 


WHEN DUTY CALLS 


The obstetrician, roused from bed, 
Gets up all cold and shivery 


To make a quick delivery. 


(The call is full of urgency) 








And has to drive at breakneck speed 


The surgeon leaves his food untouched 
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afternoon among the shops, walk- 
ing the boulevards and visiting 
the bookstores, and wondering 
at the beauty of the shop win- 
dows, which excel even those of 
New York. And so to dine in the 
Epaladon room of the Ritz, which 
is superior to any others for food 
and service in Paris. 


May 27—This morning at the 
typewriter and then came for a 
visit Dr. Zhukova, who is inter- 
ested in establishing a center in 
the south of France where ad- 
vanced intellectuals in letters, arts 
and sciences, including the medi- 
cal sciences, may come for rec- 
reation and study, and where 
study groups, symposia and small 
conferences may convene under 
the salubrious conditions of a 
great chateau with two 
ming pools. 

At noon with Mistress Pepys to 
the home of Professor Debré 
where were his lady and Dr. Min- 


swim- 


kowski, who does notable work 
in biogenetics, and his lady from 
Cooperstown, New York. 


May 28—Lay late gaining in. 
formation on the world’s prob. 
lems and happy to see that the 
ultimatum on Berlin did not be. 
come effective. Then again to 
visit the shops and to investigate 
particularly the best types of lug- 
gage for traveling. At noon to 
lunch in the new American-type 
of drugstore at the head of the 
Champs Elysées near the Arch of 
Triumph. Here the number of 
persons seeking admission was 
beyond the capacity, and the 
quality of arrangements in this 
great drugstore might well be 
followed by similar shops in our 
own country. In the afternoon to 
visit a bookstore and to pur- 
chase French children’s books for 
the grandchildren: then to dine 
at Maxim’s, made famous by the 
pictures of Toulouse-Lautrec. 


RICHARD ARMOUR 


NO-NONSENSE M.D. 


Beat the drum and wave the banner. 
Applaud this doctor's bedside manner. 


He doesn’t butter up old ladies; 


If they’re not sick, he gives them Hades. 
He doesn’t cluck his tongue impressively, 


He doesn't ever laugh excessively. 


His brow’s not wrinkled like Ed Murrow. 





And hastens to the hospital 
To meet a dire emergency. 









Or when a meal is missed, 
Ask, “Why did I not choose to be 


A dermatologist?” 
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And both of them, when torn from sleep 


He’s brisk and businesslike, but thorough. 
He wastes no time in idle chatter, 

But when he’s found out what's the matter 
He does what’s called for, all that’s needed, 
And then departs. Not that he’s speeded 
By patients waiting for his call— 

His practice is, it seems, quite small. 
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was tive steps now while you are engaged in active practice to plan for 
re the time when you will retire? A recent survey conducted by the | 
he Bank of New York covered 30, 000 self-employed professional men. | 
our It revealed that only 30% have planned retirement programs. Sev- | 
| to en out of 10 are not taking any current steps toward saving for a 
“ financially secured retirement. The survey further revealed that 
tae on the average each professional man could set aside about $2, 500 
the a year after living expenses and taxes. Nevertheless, 70% of the 
professional men have no planned savings program. | 
k If you fall in the 70% group, what steps can you take toward | 
initiating a retirement savings program? You might start witha 
check list of what assets you now have. Then set a target in the 
form of retirement capital to be saved by the time you reach a | 
chosen retirement age. In a general way that will indicate how | 
much you must save annually in order to reach retirement goal. | 








In Planning For Retirement - a good starting point is to 
check the adequacy of your life insurance program. Even before 
' you can initiate a savings program directed toward retirement, 
you'll have to consider living needs of your spouse and other de- 
pendents in case of your premature death long before retirement. 
You'll want to take steps to protect your family against ''short- 
rations" and a sharply reduced family standard of living in case 
of your death. Then you can start planning for living needs after 
your retirement. 
Even if your life insurance program is more than adequate, 
a check of your policies is a good initial step in retirement plan- 
ning. Cash values build up tax free within any policy furnishing 
permanent insurance coverage. Under the tax law, you now can 
convert those increasing cash values into annuities without any 
tax to produce retirement income for yourself and spouse at the 
time of your retirement. Thus, your insurance program provides 
a twofold benefit. During the time you are actively engaged in 
practice, it furnishes financial security for your family in the 




















event of your premature death. Ata later date, tax-free conver- 
sion of all or some of your insurance into annuities will provide 
a basic annual amount available in meeting living needs of your- 
self and spouse after your retirement. 


Stock Investments In A Retirement Program - can balance 
dollar savings (e.g., insurance, savings accounts, etc.) asa 
hedge against continuing inflation. As part of an investment pro- 
gram directed toward retirement, concentrate on stocks of the 
so-called earnings retention companies. 

The American company which pays out a substantial part of 
current earnings as dividends to stockholders will grow at an av- 
erage rate of 3%. The company which retains a substantial part 
of earnings (50% or more) to be invested in business operations 
will grow at an average rate of 5% to 10%. Over a period of years, 
that more rapid growth will be reflected in greater values placed 
on the common stock of the company. When you invest for retire- 
ment, you are embarking on a long-range investment program. 

Aside from accelerated growth possible from investment in 
earnings retention companies, such investment yields tax advan- 
tages over investment in the company which regularly distributes 
a larger part of earnings. Dividends when added to other income 
of the professional man are subject to tax in the higher brackets. 
After taxes, there is a reduced amount of current return to rein- 
vest. When investment is made in an earnings retention company, 
current tax at stockholder level is minimized. Within the compa- 
ny, retained earnings are building added equity values for the 
stockholders which will ultimately be reflected in market price 
for their stock. 

Assume that an investor who will be taxed at an average 
rate of 50% from now until retirement invests $1,000 a year in 
(1) a company giving a yield of 4% and with an average growth 
rate of 3% and (2) an earnings retention company giving a yield 
of 1% and an average growth rate of 6%. Current yield is con- 
stantly reinvested. In form of yield and growth rate, both com- 
panies provide a 7% return rate. But because second investment 
minimizes current tax, it will grow to $13, 500 at the end of 10 
years; first investment to $12,580. The longer period over which 
investment is maintained, the greater will be the return on the 
second investment. The following table shows the added return 
on $1, 000 annual investment over longer investment periods. 

Note that the added return from second investment over that of 

the first is only $920 in a ten-year period. But as the table shows, 
added return rises to $2,520 over a 15-year period and $19, 960 
over a 30-year period. The latter amount equals two thirds of 
capital invested over the period. 
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Investment Total Added 
Period Invested Return 
15 years $15, 000 $ 2,520 
20 20, 000 5, 760 
25 25, 000 11,170 
30 30, 000 19, 960 
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How Can You Avoid Penalty For Underestimating - on dec- 
laration of estimated tax? Under our pay-as-you-earn income 
tax system, the self-employed professional man must file a dec- 
laration and make quarterly installment payments of tax based on 
such declaration. If a professional man had low income last year 
but expects high income this year, using last year's tax figures 
delays payment of current tax. Penalty for underestimating cur- 
rent year's tax will not be incurred if last year's figures are used. 
What if the professional man figured last year's tax wrong? Is he 
liable for penalty on this year's declaration? Take this case. 

A taxpayer reported nominal income and paid small tax. 

He used these figures on current estimate, showed only $320 dec- 
laration liability. Service, later recomputing income for first 
year, decided he underpaid $7,000. Second year's tax actually 
ran about same as recomputed preceding year's. Service then 
sought to hit him for penalty for underestimating on declaration 
for second year. But Tax Court says he's not liable for penalty. 
He used previous year's tax figures in filing declaration. Penalty 
can't be assessed even though reconstructed income for previous 
year greatly increased tax liability. 





Summer Always Brings With It Dependency Questions 
over the right of a parent to a continued $600 exemption for a child 
who takes a job. If you furnish the child's chief support, you don't 
lose dependency exemption regardless of the child's income pro- 
vided the child is under 19, or if older, is a student. Consider 
the application of this rule in these situations. 

(1) Your son takes a job during the summer vacation. At 
the end of the sumnrer, he will return to high school or college. 
You are your son's chief support. If he earns $600 or more from 
his summer job, he must file an income tax return. However, 
even though he must file a return, you are still entitled to claim 
a dependency exemption for him on your return. Note that if your 
son earns less than $600, he should file a return to recover with- 
holding tax on his wages. He still remains your dependent. 

(2) Your son graduated from college in June. He still lives 
at home. He is now regularly employed. His income over the 





















remainder of the year will be considerably in excess of $600. 
There is still a good chance that he will qualify as your dependent 
for this year. He was in full time attendance at school through 
May. That qualifies him as a student for this year. The contribu- 
tion he makes toward his own support over the remainder of the 
year may not match your earlier support contribution, particularly 
if he does not bear any household expenses. Under those circum- 
stances, you probably will meet the chief support test, will be able 
to claim him as a dependent on this year's tax return. 

(3) Same situation as in (2) but in November, your son mar- 
ries and sets up his own household. Most young couples have been 
told about tax savings from filing a joint return and so file one. 

In the lower tax brackets, joint return savings are negligible, if 
they exist at all. Because of earlier contributions, you may qual- 
ify as chief support of your son for this year. If your son files a 
separate return in reporting his income, you may still be able to 
claim him as a dependent. However, if your son files a joint re- 
turn with his bride, you lose dependency exemption for him. Note 
that the bride's father who otherwise might have been able to claim 
his daughter as a dependent also loses out. 
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Guaranteed Capital Gain From U.S. Bonds - Normally we 
do not think of a capital gain return from bond investment, partic- 
ularly from an issue with the safety of a U.S. Government bond. 
Yet in May of this year 36 issues of Treasury bonds and notes 
were selling at a yield of 4% or more. The 2 5/8s of 1965 had de- 
clined close to 90 (90 13/32s) for a yield to maturity of 4. 42%. 
Interest return on price was about 2.9%. So part of yield reflected 
a built-in capital gain factor. 

As bond approaches maturity, it'll automatically rise in 
price to approach par. Just before maturity, an investor will 
have unrealized capital appreciation of almost 10 points or (over 
6 years) an average annual capital gain return of some 1.5% be- 
fore taxes and 1.1% after taxes. Note that investor might step- 
up the capital gain return by borrowing to buy this bond. On 50% 
borrowings at 6%, interest cost on borrowings would be matched 
by interest return on bond. But capital return on cash invested 
would be doubled to about 3% a year average. 

When interest rates charged prime credit risks rise as hap- 
pened recently, bonds previously issued tend to drop in price, of- 
ten sell at a big discount from par. Why should an investor pur- 
chase a bond with 4 1/2% interest at 100 when he can buy a newly 
issued bond of comparative quality yielding 5 1/4% at 100? Not 
only Treasury issues but also corporate bonds recently sold at 


discounts. 
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Language, Magical Transactions 


and Mental Health 


LOUIS L. LUNSKY 


Los Angeles 


Tue study of symbols 
has been a provocative 
challenge since the 
dawn of history. The 
cave man used symbols 
not merely to commu- 
nicate ideas but to pla- 
cate the hostile forces 
about him, believing 
that the terrifying 
forces around him 
could be assuaged only 
by magical means. Through the centuries elab- 
orate systems of gestures, signs, letters and 
sounds were devised to control magically 
strange and unexplained phenomena. This 
process, present to some extent in all of us, is 
responsible in its extreme form for the mani- 
fold picture of the schizophrenic process. 


LOUIS L. LUNSKY 


Language Development 


Language is a symbolic process in which 
both nonverbal and verbal symbols are em- 
ployed to communicate ideas, feelings and at- 
titudes. The selections of verbal and gestural 
symbols reflect the gestalt of the individual. A 
harmonious fusion of biologic and cultural 
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determinants is expressed as words, sounds, 
tones and movements. Similes, metaphors and 
devices such as onomatopoeia and alliteration 
succinctly express our affective states. 

An interesting concept on the formation of 
language was quoted by Mowrer' from “Man, 
an Autobiography,” by Stewart.” 

“I like to think that the mothers may have 
first made and practiced language, and that 
for some generations the fathers still sat around 
merely grunting while mothers chattered hap- 
pily. At least I notice that girl babies are still 
quicker to speak than boy babies. Besides, 
there has always been in language a great deal 
of an illogical and emotional quality. I might 
say, ‘Women invented language, but men de- 
veloped grammar.’ ” 

Gesell,* who describes the earliest phase of 
language development as the jargon stage, 
began his developmental study with the onset 
of the spoken word. An infant’s first words 
usually occur at the end of the first year. Gesell 
wrote: “Appearing first as a simple condi- 
tioned response to an object or situation, the 
spoken word only gradually assumes its utili- 
tarian and communicative function. Even as 

(Continued on page A-190) 
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late as 18 months talking continues to be 
largely a form of play or an accompaniment 
to action, rather than a surrogate for it. Com- 
munication needs are met by the more facile 
language of gesture and expressive vocaliza- 
tion. .. . The use of jargon reaches its peak 
between 15 and 18 months, dropping out rap- 
idly thereafter, and having been practically 
given up in favor of verbal expression by two 
years.” 

According to Gesell, “The first words are 
predominantly the names of objects, simple 
verbs of action taking second place.” At times, 
words assume the meaning of activity rather 
than their nominative nature; for example, 
“milk” when verbalized by a 16 month old 
child is the equivalent of “Give me a drink of 
milk.” Gesell stated further, “The most con- 
spicuous development in the matter of parts 
of speech at two years is the common use of 
pronouns—especially in the first and second 
persons. ‘I’, ‘me’ and ‘you’ are differentiated, 
though ‘I’ and ‘me’ are frequently confused. 
‘My’ and ‘mine’ come before other posses- 
sives. ... 

**Toward three years, the outstanding 
change in language behavior, aside from the 
quantitative development of vocabulary and 
complexity of sentences, is the progress to- 
ward functional integration with the total be- 
havior of the child. . . .” As compared with 
other stages of preschool development, the age 
of four years may be described as the flower- 
ing period of language. The three year old 
*. . has not yet discovered the transcendent 
power of words and the excitement of using 
them to control or to enrich all types of situa- 
tion. .. . The examination of a bright child of 
four years often resembles nothing so much as 
a headlong free-association experiment.” 

Gesell makes the point that a five year old 
not only has acquired the ability to use lan- 
guage efficiently but also has begun to have a 
sense of social standards and limitation with 
respect to its use. 


Magical Transactions in Language 


Two modalities of perceiving and thinking 
are apparent. One we may call the objective 
or rational, in which we appraise reality. The 
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other we may call the irrational, in which 
thought transcends what is observable. Its 
basic categories are wish fulfillment, omnipo- 
tence and reduction of phenomena to magical 
systems. It seeks and reveres the extraordinary 
and forms the matrix for the psychotic proc- 
ess. In the development of the individual 
from infancy to adulthood, the magical sys. 
tems are reduced to minimal factors. In neu- 
roses there is great diminution of these fac- 
tors, and in psychosis they are the major means 
of communication and relationship. 

Language and the schizophrenic process— 
In the psychotic, and especially in the schizo- 
phrenic patient, language patterns are no 
longer integrated with total behavior patterns. 
The various components of language become 
autonomous. Words have private meanings, 
gestures assume catastrophic significance, and 
silence may be more meaningful than sound. 
In view of this autonomy, communicative pat- 
terns appear bizarre and mirror the magical 
maneuvers of the fragmented ego in its at- 
tempt to master anxiety and maintain object 
relations, i.e., relationships with people. 

Sullivan’ has described the role of language 
and thought in the schizophrenic patient as a 
pursuit of security: 

“Throughout life, language is largely an 
instrument for getting what we want. Most 
language operations are magical in the sense 
that they are supposed to color powerfully the 
complex woof of events which involve one, the 
warp of which is the threat of impersonal 
change. All linguistic operations of the schizo- 
phrenic have to be oriented toward the pursuit 
of something impossible of attainment: a feel- 
ing of security in the presence of strangers.” 

Bion’ characterized graphically the modes 
of using “schizophrenic language” as follows: 

“Language is employed in three ways—as a 
mode of action, as a method of communica- 
tion, and as a mode of thought. He [the schizo- 
phrenic patient] will show a preference for 
action on occasions when other patients would 
realize that what was required was thought, 
or, reciprocally, if he has a problem the solu- 
tion of which depends on action, as when. 
being in one place, he should be in another. 

(Continued on page A-192) 
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he will resort to omnipotent thought as his 
mode of transport.” 

Schizophrenic communication—The user of 
these verbal and gestural symbols is engaged 
in an omnipotent transaction. He has pro- 
jected his aggressive and hostile impulses onto 
his milieu and is attempting to assuage the 
terrifying forces about him by masochistic 
and at times self-destructive maneuvers. The 
earliest communicative patterns are _histori- 
cally revived in the psychotic as a means of 
refurbishing his threatened narcissism. One 
can assume, likewise, that during infancy the 
child interprets the cry as a magical way of 
bringing the breast and satiation. 

This early pattern of preverbal gestures and 
primitive speech is the vehicle utilized to mas- 
ter the hostile world. All symbols are endowed 
with private meanings and are linked with the 
patient’s destructive impulses. In order to con- 
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tain these symbols of destruction, he will not 
at times employ any speech symbols (cata. 
tonia) ; at other times he will disguise the sym. 
bols (autism); or, in order to maintain object 
relations, he may utilize gestural symbols 
(rituals or obsessions). 

Language is no longer the surrogate for 
activity but is itself activity in which content 
and process become one (neologism ). Specific 
words which are highly charged for the para- 
noid will lose their meaning when the patient 
has further regressed, that is, to the state of 
hebephrenia. The preverbal roots of a word, 
such as sound and gesture, will then attain the 
same significance as the original word. 

Dynamically, we must look at the psychotic 
process as a complex attempt to cope with a 
paniclike state by resorting to earlier modes 
of integration. In the psychotic, language pat- 
terns indicate that developmental phases occur 
simultaneously—a fusion of the concrete and 
the abstract. Concrete language produces the 
least anxiety (and is like foreign speech); 
hence, there is hypertrophy of this type of 
communication. 


Summary 


Language is an interpersonal transaction in 
which one communicates ideas, feelings and 
attitudes to a significant person. Those per- 
sons who experience minimal anxiety are able | 
to communicate these attributes by a second- 
ary, or rational, process, but the persons who | 
feel great anxiety utilize the primary, or irra- | 
tional, process and its vehicle, concrete think- 
ing. These patterns are major transactions in 
infancy, but are replaced by abstract thinking. 
In the psychotic, earlier language operations 
are the chief avenues of communication. 
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